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Sunds rep^sented by general formula (D. and salts and esters of the same: wherein R'. R^ R^ R\ R' and R* are eachhyd^«J 
C-Q SSu^ and Y ^ each oxygen or sulfur. X is CH. CO. or the like; Z is -CH= or mtrogen; n and q ^ 1 to 5 "md A 
S alS reprinted by general formula (D-a). (D-b). (H-c) or (Il-d). (wherein m is 0 to 8; B « oxygen, sulfur, or the lUce. and R « 
hydrogen, Ci-C* alkyl, or the like). 
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[±E^4=. R\ R\ R\ R\ R'^ R'{±7K^1IT-. C 
i^^-. n. q{±l-5. A{±. ^(Il-a). (Il-b). (II-c)XI±(II-d) t:^$ti^^o 




(n-a) (Orb) (n-c) (H-d) 

(^cf^^ m{it)-8. BimmW.^. ^nW.^m. R^±^ Tlc^i^.^-. C -CfiT 



AE T^rs-ssa^ 

AG ri^f'-f ^^r 

AL TA^y^s-T 

AM TA^J^^r 

AT :t-:^SyT 

aU :^h7yT 

A 2 T-tf/l'^<-f v?-^^ 

BA rftXziT -^/U'>s=ftf-^ 

B B ^</^'< K;^ 

B E 

BF -fA^^^^yry 

BG -/A^UfDT 
B J 

BR ^7v?/U 

BY -^^A — •> 
CA 

CF «p*r7y* 

CG 3V=f— 

CH ^^-^^ 

C I a-hv?7KT— A 

CM *^«A^— > 

CN <PS 

cR • 

CU 
CY 

C2 ^=5r=3 

DE K-f:x 

DK 7^:^-^—^ 
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KZ 


DZ 
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EE 




L I 
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LK 
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FR 
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LT 


GB 
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GH 




MC 


GM 




MD 


GN 




MG 
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'fe^hA'-yT SD 

y tf-yC/a^r^V^ SE 

• ^vi3 SG 
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/u^-tr^'-Tyw^^ SN 

vV^AT SZ 
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^/UKC^T TJ 

T^IST^iiA. TM 

-^•^rKsTiBA— =f;si9iy-/T TR 

^IO@ TT 

-T-y TZ 

^Vrf/J/ UA 

*— yf'ziT UG 

-7'9«>'< US 
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^if^'K'-^ VN 

rii;^-/^ YU 

;i-7>/ ZA 

y-/u»> = - ZW 

#—7 > K 
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m m m 

mn^^mnm. ppARrsit^kf^ffl, ^'wm.mmi^m. p^=' hy^>'M^5if^ 
25 ^ruy^^mmm. y^y'^-hmt^m. LDLmimmm. r^y'yir^^y'y 
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5 ^j;t(t\ cD«f6TM^W-r^^Ty' y ^^t^^i^^J^. Chem. Pham 

Bull.. 30, 3580-3600(1982). Prog. Clin. Biol. Res., 265, 177-192(1988), 
Diabetes. 37(11). 1549-1558(1988). Arzneim. -Forsch. . 40(1). 37-42(1990). 

EP0441605A ^r\Z.fi^7f:^f}^X\r^^o 

m^skmz.n-r^^Ty^V'yy^it'^^or^miK Diabetes, 40(12). 1669- 
10 1674(1991). Am. J. Physiol., 267(1 Pt 1). E95-E101 (1994) . Diabetes, 43(10). 
1203-1210(1994) {c:^^^i^TV^5o 

Arzneim. -Forsch. , 40(2 Pt 1). 156-162 (1990). Metabolism, 40(10), 1025- 
1230(1991). Diabetes. 43(2), 204-21 1 (1994) TiJ^^nXVN -5 o 

LT^Wffl-efoSr N.Engl.J.Med.. 331(18), 1226- 

1227 ( 1994) T'^^ $ 1/ ^ 6 o 
iSjfiLjEi!£{;iS*-r 5 y i^^^m^b-a-tK^f^ffl^^ Metabolism, 42(1). 75- 

20 80(1993). Am. J. Physiol.. 265(4 Pt 2). R726-R732 (1993) . Diabetes. 43(2). 
204-211 (1994)T'^^$HTV>So 

nmm.^\-^^-t^^rV^)'yV%\^%m(T>\'^miy^s Am. J. Physiol. . 265(4 Pt 
2). R726-R732 (1993). Hypertension, 24(2), 170-175(1994) -C^^$i^TV^5o 
mm\'cm.\Z.n-^^^rV^)'yV%\^'^m<0'(^W^. Am.J-.Physiol., 265(4 Pt 

25 2), R726-R732(1993)T'^#$tLTV>5o 

^?^WJ-^-t"5^T y i/V^fk-n-tl^^i^ffl/j^ Endocrinology, 135(5), 
2279-2282(1994). Endrocrinology. 136(4), 1474-1481 (1995) {::^^$i^TV^So 
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it^mK W092/07839A W092/07850A EP0745600A -i-^t>' EP0676398A ^{^, 
mmrm^'^-r^:t^^y'Vi^y-2, 4-i^^yit^m\ W092/02520A^ 
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5 (1) TIE-^iC (I) 




5 S-e 1 3 tlgl^ $ ixT V ^T i V > C C „ ^#]!^T WVS, glfeSSI a ^ 

jiiR $ tL5 £-e 1 7!?^ 3 i@ $ tLT t ^-C J: ^ C a - C ^^flgKJ^T -Wl-S, 
C ^ - C , , v iJ' n T /^=5r /I' /> - /u£ , X (ig^SlI a ib 31tl^ ^ tl. 6 S T' 1 7!7M 

C,-C6T/i^=i^v-S, Xtig}^Sf¥3?5^e5jill^§H5£-C-l 7!jM2{ig^$nT 

20 mS^ffMLTV^Tt><^:v^) ^^L, 

R-{*7K^JF.^. C.-CeT/i^^yi'S. XM^S?¥a^^bm$H6£T'l 7!; 
g 3 iig^ $ tiT V ^ T t> J: V ^ C : - C ,6 T 7 /i^:^ /vS t:7T^ L . 

25 R^tiTK^I^,^, C,-C6r/i-=¥/vS, gi^S8¥a75^bm$i^5S"Cl75^3 
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l75£3i@M^$i^TV^T^J:v^C,-C,eT7/^^;^S?::^L. 

X\t1^^^. CH,. CO. CHOR^XfiC = NOR^° (^^. R^RUR'"' 

l^T i^/vS , g^SSl a ib^^ $ ST' 1 75^ 3 IBg^ $ tvT V >T ^ i V > C g 
^^^iSJ/V'TK^^/vS. XtM^SSI j3 /5^biif^$nSST 1 i^IjM 2 ^Sgi^ $ tvT t J: 

Ait. Tfe-i?s:^(ii-a). (ii-b). ai-c)xmu-d)x0i^n^m^yfiLs 

— (CH2)Rr-^n — (CH2)rt— n — (CH2)rtr-s. o c 



r'«. TKSi^^. c,-C6T/u=5r/us. C6-c„Ty-/vs (^T y -/VSti. 

gi^SI¥a;6^f>^«^$n5|5l-X{i^^^o;rcl 75M3 1@(Dg^ST'Slfe^nTV> 
25 T^,<^;V^), C,-C,6T7/l'=3r/l'S (f^T ^/l-^Jr/WSl^, gifeSS* a jil^Pj]!!^^^ 




20 
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-C 1 7!;^ 3 ^g^^ $ V ^T ^ J: V ^ C :- C „ ^#1^T v^/L-S. Bl^SSt a b^tl^ 

$ti'5S-C i7!;g3fie^$nTi/>Tt.J:VNC8-C,3 ^#flSfl*]^T'>/i^S=lr^ 
-To ) X S^SS¥ ^ ib^lil^ ^ S-C 1 7!;S 2 1@g^ $ tiT V 't. J: V /w<^^ 

g^SS* a $ n -5 £-C 1 7!?^ 3 S*^ $ V > T J: V > C 6 - C 1 0 U 

n 1 5 (D^^^TjkL, 

3^@g^$nTv^Tt><t^/^C;-c,6T7/^=^/^S&U^Tv'/^£ (I^TV/vSfi, c 



WO00/61SS2 
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(2) Tte-)is^ (1 ') 




15 X' fi. CH,, COXtiC = NOR'° 

C , - C , J r 7 /I'S ^ :T^-t-o ) 

20 A' fi, Tie^(ii-b')xfiai-d')T'^$tv5S%7i^-ro 
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— CH2 \ n CO2H 

r\ -CH2 — ( , 

S^NH B'-R' 

T 



o 

(n-b-) 



(n-d-) 



B' \mmw.i'X<,mnw.i'^7r^L. 

R'ji. 7K*J^.i^. Ci-CeTii/^;!/*, Cg-CioT'J-;^* (^T';-;u^l±. 

^ Iwi-XfiM^: o 1 TIjS 3 1®<^g^«-egm$ tL-C v^-c ^> J: v^) , Xti^^n y y 
Ci-C6T;i'^;i'*?:^-t-o)] 

5 y*{4. s^i^T-i:-^c=5ror^^E^-. mMn.n-mMwa-h-^hf^hm- 

15 'bM^$:a^^rni^i^=^ 1 7^;S31@Wi-^l&^0^*S^^ff^^LTv^T^) <t 

(3) ±ffi (2) lC:fcv^T, X* 7&^CH2T-*»S, Sm^^^-f ^ 

(4) ±|E (2) Z(4 (3) \zii\^X. A' 7!)^3^(II-b')T'^$n^^-e*^. 

(5) ±f£ (2) X{4 (3) C:fei/>r, A' ^^^dl-dOt:*^ tL^ST'*) . B' 
25 (6) ±E (2) X(4 (3) lC:foW^T. A' 7&^'^(II-d')T*^$:fl-5,*-C'^> •) . B' 
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(7) ±ia (2). (3). (5) Xit (6) J;l9m^nSv^-m;^l^lo{c:*3^/^T. 

10 (8) ±ie (2). (3). (5) (6) J:«95i^$i^6v^-ri^7!l^lo;;l^sv^T. 

(9) ±fa (1) 7bm (8) J:l9m$H5v^Ti^^^lo(^ib*^t5. gi^^^'f ^ 

(10) ±ie (1) Tiii (8) i; '9^^^$i^6v^•ri^;0^lo^;l^3^t5. 

20 (11) ±IS (1) 7!;^ (8) J: <9]l«^$n2>v^-m;^i^io(::*5tt5. g^^-^^ 
(12) ±12 (1) nm. (8) J; '9m$tl6v^-fi^;^)^loC^5^t5. g^lS^-T 
(1 3) ±tE (1) 7b^ (8) J: ^9atll^i^5v^-fi^*^lol:l*3^■tS. g^^-^-^ 

(14) ±ia (1) 7!;S (8) j: l9Jitll$i^5v^-fi^^^lo;^*5^t5. g^^t^-T 

(15) TUX^m^^t^^^^Tfif}^lo<^it'^'^. ^<DmM±W^^n^&X\t 
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5_ {4_ [6- (6-fc 5, 7, 8 -y" h y "^-^y- 

2->j'/vp< - 1 1 H-^yy^ 5 yy'-yu- 2 -^f z^;^ 

5 3- {4- [6- (6-t Kd^v'-2. 5, 7. 8 -X h 7 /^/^i^' ^-7y- 

2-x('/^pt - 1 -^^/V- 1 H — <yy^ ? /U- 2 — f /U-^ 

V/] 7:c=i/V} -2- (2, 2, 2- H y 7;V;tna: h^E^i/) T'n t=^VgJ 

2_ (4-7/W;d-n^Vi^/l'^^) —3 - {4 - [6 - (6-t Kc7drv'-2, 
5, 7, 8-X h^P^f'/^^J' C2-v>— 2-'</^^ K^:/) - 1 1 H-^ 

10 y:/^ ^ /U- 2 ->l'/l'P« K=^-^^] :7i=:yu} 7""nt':^:^^ 

3_ (4_ [6- (6-t Kn^v'- 2, 5, 7, 8 -7^ h 7 P« f-/^^ •^'^- 
2_^/^p^ Virv') -1 -p«f-/l'-lH ^ii^y-Y $ ^y— 2 -^/I'Tt h=ar 

2- {4-y/^:txn^i^iy/U:t^i^) -3- {4- [6- (6-t Kc2drv'-2, 
15 5, 7, 8-x hyp«^>'>^t2-^i^-2 — h^iy) -l-^^^^^-m-^ 

(1 6) ±12 (1) 7i»^ (1 5) J:93ltR$tL^i/^-rix;6^io{c|2m(7)^b^ti^W 

20 M^T^tLx-^m-r^mmMmo 

(1 7) ±ta (1) 7b^ (1 5) J; "^jitx^n^vN-m^iuocisttt^'fk'^ti^w 

(1 8) ±te (1) 75^ (1 5) J:'9Jitl^$i^5v^-rn/{)^loiz|^i^(7)^b-^tJ^w 

(1 9) ±ta (1) (1 5) J:l9m$n2)l'^■r^^/5^lol:ltBg^<D^^:■^t»S^^ 
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(20) ±ta (1) fb^ (15) J:l9iil^$i^5V^Ti^;^|^lo{::|e«(7)'^^:^tl^W 

(2 1) ±E (1) 7!/^ (1 5) j:^^i^;l^tl5v^-ri^^^lo{::|E«^o^l::'a-t/^^ 
(1) 7!?M (15) J:<9 51iR$n'5v^-ftL;5^i-o(;iiait(7){l:'a'!i^(7)^fflo 

(2 3) im^^y'r^f^^(Dm.mmm-kmM-r^f^^<^^ -tis (d t!?^ d 

15 (2 4) MS^<^i^KXIt?^lS«^fc«)<^E^*-afi^^^^i^1'^^-*^^ -tBfi (1) 
7!;S (15) J:i9 51^$ti/^v>-fti.;?)^lo{c:|2^0^k'a'2^(7)^fflo 

20 

«9^ll^3v^T. rc-CeT/i'^/i'Sj {i> i^^i[i7!jS6^<7)g»3i:tt^^ 

25 T^/U'O'f^/i-. 2 -^7^/^-^:/^^^. 1 3, 3 -v?^^/^:^^- 
;K 2, 2-^^^^/^:/^-^^ 1, 1 -:^^7^/^:^'^/^> i, 2 - ^/wr'^/v. 
1, 3-v^p«^/wy^>'^, 2. 3 -i^p'^^^7'7-yU'&tJ^2-^^/^yf->'^S^^lf 
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5_p{^;V^7»^/K 6-;^^/l'^y^^^s 1 -yatW-O-f-zK 2 -^^/l^-^- 
^.y;!^ 5 5-^Jyt^/\y^iriy;]^^ / -/W. 3 4-p<^/W^ 
^^,1^^ 5 -^f-zl-^^^/^. 6 -pf^/l-;^-^^/^. 1 -^n t'/V'^-^i^/K 2- 
ai^/V^T'^yU, 6, 6 - v=p« 1 - p< ^/l-y 

^/vyn/U, S-p'^/vy^^/^^ 3-3i^;U:^^^/U. 3, 7 - v^p« 

1 75^3f@(7)B^^HS^^^>r:/|^.^^J5^'^t^S^^Ls ^'Jl«\ h U :7;u:d-a 
h ij n n p« ^yU-, hlj^n^pi^/b, v^:7/U;j-n p< v?^nn^^/!/, 
n^^^/l/, 7/V;t-n^^/U, 2, 2, 2 - h U o n^^;!^, 2, 2, 2-Ky 
2-yn^zt^/V, 2-^nn3^'5^/K 2 -7/l';^n3if-7U, 2 
_3_- Z-j; n-a-fxiyf)V, 4 -7/^:^nyf-/K 4, 4-i^7;U:^n 
6-3- K-^^^ri/^V. 2, 2-v^7/U:*-n:r5^;^^t/2, 2-i/:7'n^3i 
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iy. zfV^iy. ^y^V^'y. s-yh^i/. i-^V^^y. ^vV^'y. ^ 

ivi^^^y, 4-^^/^^^'^ h^^v-. Z-:^=f)V^y\'^^y. 2- :^^jv-<y V^^y . 
3, S-i^Vf^/i^y h^V. 2, 2-'yi^^)\^-:fy^^ys i, i 
'y. 1, 2-i^;«^/V:/h^V> 1, 3 - v?7« 5^/^:/ 2, 3-i^/^/V^ 
h ^ 2 - ^ ^/^y h ^ v^S^^tf ^ ^ ^ /i^ T t 5 o $tii tifi C , - C , T/i'=' 

c , - c , mmmr iy /vS-efc «9> ft^$fji{w«c,-C2 flia^^T -sy /vs-c 5 « 

10 

^/L'^:^. 2-:^=^Jl^^y^^l^'^yt. 1 -p^^/l^^i^^/U^^. 3, 3-vy^/V 
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-'yi^'riv^'Ti^'f-ir. l, 3 -i^^^^/v-^f-zv^^. 2, 3 - 

s t -^^ >^>'^^=''^^^ 
3 -^5^/l'^Vi5'>';^/l'*:ri/U, 2-p«^/V'<:/^:/:^/>5j^— /K 3, 3 - 

i/;^'^;vy'^v^;\^t-s=^;i^. 2, 2 i, i-v^;^^ 
/uy^?:/^/!^*:-/!^. 1, 2-i^p<^/^^^57^;^/^^^^/K 1, 3 
>>^/>7f;=/K 2, 3-v'pt^/vy^:/^/^7i^=^/^S.tJ^2-^=?-/vy^:^^>'^5}^= 

ii JC C , - C 3 T /V^ /VST'fc 5 o 

2, 2, 2 - h U 7yl';^nai^y;^/W/-^r^/U, 2, 2, 2 - h y ^ n nai:? >';^;U 

aal^y^/^7j^=i/K 2-3— K^t^yj^yi/Tj^^yu, 3 - ^ n n yny?:/;^/V7i^^ 
/I'. 4 -:7yl/:;j-n^^i^:7./V7fv:i/W, 4, 4 - i^7;l';*-n ^ ^ 6- 
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v'f^J^^'f'J^^ v?:7 3i=/i'7«f'>'K l-73i^^>'K 2-73i;t>^/K l 

4-■:^7^/^y^^^. 5 -yoi—zv^Vx/K 5 6- 

£is C , - C ^mh'^T (j^m^ 1 7!;M 5 •m(omM-5LWii^m' i^^ii^ 

^T'/y/w^tJ/w^j^-zv. '< y^ry y>'W;57/V'^^/i', l, 2, Z-ir^^^y 
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25 i/-2, 3, 5 - h y 3, 5 -v=- t -y^/l'-4 -t KHdrV 



wo 00/61582 



PCT/JPOO/02217 



10 npJ^/^^>v?/U, t Kndfi/^Vv^/K 4-kKn3fv'-2, 3, S-hUp^^ 

v?/U, '<yy^/l'^>S^/l', 7yl'::^-n-<>v?/V, ^un^-y 
v^/W. v'iJ' n n'<>'v?7U, yn^'<>'i/7U, v^yn-t^^/i^Vu, nhn-^^-v^/V, 

73^^>^/K 4-t Kndrv— 2, 3, 5 - h y ^ 3, S-v't 

-y^/W-4-t Kndf i/^i^-^yl^, r^?'-e>5^/l^:7i^.^7K 4-T^/-3, 

20 77W;e-n v?7/^3^^ ^ xiuy a^^^jv, =^ 

t Kndpv'7 3^n/W:7'^yv^ 4-tKn^i^-2, 3, 5 - h y ;^ f^^'l'^ 31=/^^ 
f-zl'. 3, t -y^/W-4-t /uy^yU, Tt^^-7:/^''^7ai 

25 4 -T 5: y - 3 , 5 -v^y 5^/>:7^zi/i-:/^7i', T-ir^/w:7 3:=/uy 

:^ h n 7 i n/uy^/W, ( y ^/>T ^ / ) 7 31 zi/V^^yU, f7 31 - y jVzf^JV, 
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T % J: V t?;vx 7 31 ^ ^/vST' ^ c 

^Wt/^v^£(;l^qx.T. g^S^Wi-SSttx. «^!l;tiip^^/V'<>:/^^K by 

- hi; 3. 5-i^t-:^^/l— 4-t Kn^i/-<y/^/K r 

15 ^/'f/K ^ h^vz-^i^^^^/K 7/V;rn-<v:/>Y/K v?7>'V;^-n^:yV^/K ^7 n 

20 5ri:d5T-#5.o$fjil-fie^5^v?rl7!;^3^S>f LTV>T^J:v--^>':/'l'/v-Cfc 
9 . Ml^itf ii(^ftg^5> 7 5: 1 ^ t < 2 ^iW LT v>T t) i: V ^-<y /v-Cfc I? . 
^ t) if ® ft g^iJ^ y ^ 1 W L -C V ^ T '^j <t V ^-<>' y ^ /UT' ^ o 

7!?S3tlS^$nTV>Tt.J:v^C8-C,,^l=flgfl»]^Tv^/vSj t\t. mmLtzM: 
-tKndfv'-?, 3, 5- h y p'^/V^aii^yVT-fe^/K 3, S-v^-t-^^ 
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^ hn:7 3i-/VT-tr5^/i-. (v>';^^/^T^y) ^^i^/VTir^/v. t'^a:::^ U /^T 
^^yi^^ 4_ yf-U/i^. 4- ( h i; 

T'^UyK 4- (t Kn^v/7ni=/U) y /U, 4- ( 4 - t Kn 2 , 3, 

5_ 1; 37:11 U /V, 4- (3, 5 - t - S^^/V- 4 - t Kn ^ 

i/^^i^/^) y^y/V-. 4- (T^-v:/^7l'7i:^7W) 4- (4-T5 

y-3, 5-v^P«^/^7i^/^) :/5^y7K 4- (p« h^i/^:^::^/^) V ;K 
4- (7/^;^n7 3i^7V) 7'^ U /U, 4- nuy a^^iV) yf-y/V, 4- [(v^ 

;^n^7^/VT-ir^/VX(t ^ n ■:^75^/^T-fe^/^^^^f 6 w t ^^-^t 5o ^ili- 
JigJ^SI^y >6^bm$ti.5£$: 1 7!;^3^WtTVNTtj J:v^73l^/^^W-r5 

Tin 5 ^Blfe $ tbT V ^T t> J: V ^^^J^^. S.-0^fiiiL^I^^35^ b 5 bil 

^$ix-5--7"nJ^.^^l7!;M3{IiW-r^ 57!7M7mm^^#^:^>'^jJ^-^H (^g^ 

;*-n;*-dri^yy>'V:3&/l'7}?:^/K 7/U;i-n^T:/y /V*/>>1?^/1'. 7/U:*-n hyT:/ 
fc° y t^^^nyi^;!?/^;}^ 7y^:^n t° y ^ v/^yu;^?/!^^":^/^, ^ 7^/1^7 y 
fV}3)Vif.=z.,V^ i<=i-jV^rV^) )\^tii^if-^f^. :^^;V=^^^y y( fV, ^ h^v'^y 
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^ 1 fiW tTv^T ^ J; vN^mn^^ 1 i®^ri-5 5 ^ t < « 6 

-N-^^'^/l'T^ y . N-^n tVl'-N-'^^Wl'T^y . N-^n tW-N- 
25 ir^=9-}Vr % ; . N-yn tVW-N-y ^/l^T^ y , N-T'n tVu- N-r'v'/VT 

^y, y^^n tvvT ^ y , ^^/ur^y, n-^^^/i^-n— ^=55^v'/vt5: y . s 
-y^/uT ^ y , t --f^ivr 5 y , '^>=5^>'ut ? y , '>^dri^/uT ^ y . ^^7°^/^ 
T^y. ;t-:5^^/i-T^ y . y=/vT^y, f=^e^/i'T5y, v^y^/^r^y. >^^^ 
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^y^z=.)vr%j . ^y=f^f\^r%j. i-y^/\^r^y. >^7=^-/uT^y, 

v^/l'T^y. 7/U^n^:yv5/VT^ y. :7nn^>v?/l'r 5 y . yn^^yv^/UT 
^y, iyy/U:t^^y''y^l^T^y. i;7/U;rn-<yv?yUT ^ y > v^^nn^Vv^/V 

T^y, i-y^/^y=^/i^T ^ / . Ayy'^j^y^J^T X J . y^i^^^/^T 5: y > 7 
^-/>7"DtvuT^y. 7:3.:=-/>y^/vr^y. y ^^)v-:f^)^7 x J . 
^yfivr ^ y . 7 a -/u--^ v-zwT 5: y . t^/i^r ^ y . ^ ^I'T ^ y . 

Tir^yi^r ^ y . T^n fc°:^zi/VT ^ y , y /VT ^ y . ^ V T'f' ^ >'l'T ^ >^ ^ ^-^ 

v^))\^Txy. y/<uy;uT5: y . tv^n >r/uT 5: y. ^^ify -f/^T^ y ^ t 

y{y¥yfif\yif-='f^^rx J . i-y b-fyi^T^y. 7/W3j-n-<i^yw/^r 5:y> 
u^y^/>( fvr^ y . zfxi^^yV^/VTKy. i^y;virn^y^/^ f^T^y . 

/i^r^y^ h y 7/w:^ny ^/U'<:/y'^/vr ^ y . 4-t KniJcv/— 3, s-v^y 

^/V'<V'/>C/VT^y> 4-t Kndfv'-a, -y^vL'^iz/^/^T^y. 

y(y'^yi3tvif^=-ji'7x.y .i-yv^/^^r^.y . y ^^)vr^=f-)\^r % y . ^^n^ 

/UT'n t°:a-;^/VT 5 y . 7 31 y /VT 5: y , 73: -/l^^O ^ y /UT ^ y . 

731— /U^^f-y^/>T5 y , 7/W:^n73:=.7^T-fef-/^T ^ y , :;^an73i— /V 
Tir^^/UT^y. yn^7;c-7PT-fe^/l'T^y. v'7/l';^-n 7i-/^T-fef-/VT 
^y, vf7/V:to73i-/VT-fe^/i'T5y. v^^nn^ai-zi'Tir^/^T^y. V 
^ nT'n t°^=i/UT ^ y s -> ^ n ^=5^ y /l^T ^ y . ^ n ^ y ^ y ^ /UT 
^y, v'^n^:3rf-y^>'^T5:y. t°ny ;^:^;u;}^— 5: y , ^ 5: y /V' 

;57/^^^-y^r ^ y , t°7 >^ y /u*/vdC-/uT ^ y . h y T :/ y 71^:^7 /✓^^/I'T ^ y . 
•r h^yy /V'l^^/W/i^^^/^T^ y . =^=^y></i'T5 y . ^ y^z2=^y>( jvr^y . 
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5 N-Tir^/V-N-y^/^r ^y. N-Tir^/i'-N-'<>'^/i^r 5;y . N-T-tr 

10 -Y/t'T ^ y . N- h y y f^/v^:/i;f;V-N- v^7/W;^C2^>'yV /VT ^ y . 

N - 7 ;d- n ^ :/ /V - N - - =1 ^ y /V T ^ y > N - :^ n n ^ y y ^ - N - 

-N-rir^yur ^ y . N-v?7/V;rn^>y>1'/V'-N-^^v'/^T5:y, N-v^ 
^^^V-t Kn3rv/^yy^/V-N-^^v'>'WT^y . N-^^V/>-N-"^7 h 

-N-=-=if-y^>'i'T^yx N — r y=i=j^y^>'>-N-^^i^>'^T^ y . n-p< 

^y, N-T'n tVU-N-7/V:^o^>'i^>'VT^ yx N-^ai-zV-N — 'iVi;'/^ 
N-7x^/>-N-7yW;a-n^Vv?yl'T^y. i^y h=Sr^x^>'e^;>T ^ y . 
25 N-y ^/I'-N-Tir^/l'T 5: y , N - y ^/l^- N -^d t=:T^/V'T 5: y . N-:r 
^/U_N_:^yVC/VX^ y. N-^T^/l'-N-Tir^/^T ^ y . N-:7 3i-/W-N 

'j/uT^y. N-'^^f-y-f/^-N-y h:3fi/7==^/i'T^ y. N-y^y/^-N 
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^>v?/l-T5y. 4-t Kndrv/-3, 5 - t -yf-./^^^:/^ /^T ^ y . N- 
^^;U_N_4_t: Kn:3rv--3, 5 - t -7'5^/l'^>yV /I^T ^ 7 . N-^^ 
y^_N_4_t Kndrv—S, 5 - t -y^^/^^V /I'T ^ / , N-:7'nt:VU 
_N-4 -t KnJf V- 3, 5->^t -y^/V'<>yV-'^T 5: N--y'^/>-N 
-4-t: KD:irv/- 3 , 5 t ^ }\^r x J , N— ^^iz/l'-N- 

4-t Kn:3fv^-3, 5 -':y t -7"^/^^^yV/^r $ y. n-^^^i/i^-n-^ 

:/y>r/VT^y. N-7/^::^n73i— /V-N-4-t Kndrv'-3, S-v^t-T"" 

f^/i^^yy-r'/vr ^ y . N-^vv?/u-N-7/^:*-D'<yy-i'>'^T^ y^ n-^/w 

- M; ;<^/^^^/5^^/UT 5: y . N- y ^/i— N- /i^T 

5 y , N-y '^/v-N- h y :7/i/:tp y x/^^^^yv/^r 5; y ^ n-^i^/u-n- 

- KU 7;U:^ny5^/v^:/y^;i'T$ y , N-y ^/V'-N-;^' n n^:/y^;WT ^ 

y, N-y7^/i'-N-^>'v=/i'T ^ y . N-/i'-N-^:/yV/^T 5: y . N-y^ 

^y. N-^^v'/l'-N-^bt3^>'y^7UT5:yS.U«4-t Kn3fi/-3, 5- 

v?y^/L'-<>'yV/^T5: y£^*if5::t;0^T'#5o Mt^fiEl^^j'-^ txc,- 

C , 0 7 =^ ^^31 C , - C JiK^T v//U^ 1 2 W t T V > T t> J: V ^ T ^ y £ 

if^i/ys, t'ay v^ys, t°-<yv^y£. ^/u*:yys, ^^a-^/u^^y ys^ 
^1^yyv=y£, ^rryyv'ys, ^^^yyv^ys, t'-<^v^ys. 4-^^t'-< 
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i^5£-el7!;S3^®e^^^i^■r^/^Tt><tv^Ce-C,oTy-/^J RW(Dmm\^ii 

2, 3, 5- h y P^^/^^^i::^/!^. 3, 5 - i^- t - 4 - t Kn ^ri/^n: 

T^-vy^/I^^^p/l-, 4-T5:y-3, 5 - i/^ :r ^/V. Tirf-/V 

V^^n^^^n^/W. ;zhcr7a:^/K (v?^^>'>T5/) 7=1^=^/^. ^7 

3i;^y/v. y^/Hf7ai::iy/K ^^/v^:7f^/v, h y y'/V;^n p< ^/V'-:J-77^/K 

20 ^$i^5£■Cl7!;M3<@S^^nT^/^Tt>J:v^C7-C,6T7/^=^/^J RU^R'*^^ 
-5l5]-X{i^''^ofcl7!;^3^i<7)M^ST'^^^$i^TV^Tt>c^:v^)J irft. Suidit 

h y 7/l';^-n^^/V'-<:/v';K t Kn^Pv^^vv^/K 3, 4, 5-hy7«h^'>'< 
25 yiz/V. 4-t Kn:Jrv'-3. 5-i/7'7^/^'<:/i^/l's 4-t: KadrV-S, 5- 



wo 00/61582 



25 



PCT/JPOO/02217 



3, -^•f-/V-4-t KC2:Sf^>7i^>^;l'. ry-^y^/l'^:!! 

5 4.7-^ y_3, Tirf-/i'7 3i^>^/K ;^ 

v^^ai^t^^/W. '<^'y^>'^73i^-^/V, v'7/V:^n 7 

/i,^ iJ^nn^zt^^/l'^ =ha73i:^^/K (v^p«^/VT^/) 

10 5- hy 7J=5^/l'73i^^>'l':^5"/W> 3. 5-v^t-y5^>'^-4-t Kndri/7i^^^ 
^^/K tr7*=^y/i'y=9^>'K pf^/WT^^^/WT^^/K hy 7/1^:^1=' 

t T V ^T J; V ^ 7 ::i/l'^t>' C 1 - C 6 T /W=3r W-f S :7 31 ::^;UT /U=3r/W£ 

S M «g^5^ a ^ 1 W L T V ^T t> ct V ^ 7 31 C 1 - C 2 T /W^ /V^ 

S^a/i^bm^n-SSTl 7!^^3^e^$i^TV^Tt>J;V^C,-C„ 3^#I^Ti^ 
'<>>^>r/K h y 7/i'::^-D ^f^/i^^^'y^/i^, t Kndev''<>y>r/^. 4-t Kn 
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■fe5^/U^:/y^/K h^v'-<>'/>r/l'> 3, 4, 5- h y h=3rV-<>'y'</K 
:7;l/;J-n^>'yV/V, v/7/V:^n^>'y^/^, 2 - — 4 - h y :7;V^n 

5 yn^^:/yw'>'K ^-ho^^y^yw-, r^y'<:/yV/>. (v'Vr-zi'T^ /) ^ 

£S¥a;()^^bJi^$i^5£T♦l7^;3E3^Sla1^$t^.Tv^T'bJ:v^C8-C,^ 

iyy z^^.jUT^'^/i^. 4 - t Kn:3rv^- 3 , 5 -v^t^ ^/^^^i^/^Tirf^/V. 4- 

t Kndri/-3, h:3riy7:;i=^/VTir^/K 4-t KD:^fix-3, 

t -y^/U7i:^/^T-1r^/K T^5^^y^/>7ao=/VTirf-/K 4 -T 5^-3, 

20 -ir5^/v. ^i^y^ 71^^7 3:.=::. JUT Z7 /U:^^! y :x.=^;i'T±'^ju. -^yjvirny 

s.:=./l'T±^Jl^^ ^ uuy 3^=.jUT±^/\^^ 'J^ uuys.=^/]^T±=^JU. — hn7 

4- (j^^yu^i^i/w) y^^y/i', 4- ( h y 7;Vs|-n7<^/V7 3i=^/W :^^y/K 

4- (t Kn:3ev/>'3i=^/l') y^y /l'. 4- (4-tKn^i/-2, 3, 5-hy 
25 y^y;w, 4- (3, 5-v?t -:7"^/u-4-t: Kn^V7i^ 

/W •:^5=-y>'K 4- (T^-vV^/U^oi^yW y^y/V, 4- (4-T^y-3, 

5- v^pt^^/U^ai-ZV) y^y/U. 4- h^v-^^iri/W y >'K 4- (7 
/U;*-n7a.=/U) ^T^y/U, 4- (^nn73i=^;U) y /I'. 4- [(i/pt^/V 
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a^l 7!;3i3fi^LTV^Tt>J:v^7a:;l;^^W-rSC8-C, 2^:11 :^/VT'>/v£ 
1 2 :7 i — ;UT V' T S o 

S§¥ a bjlK $ ns a-e 1 7!jS 5 <®g^ $ tLT V ^T t> J: V ^^I^^R 

;v^/u^=^/u, ;^5^/W:^drifyy >'V:'t7/v#=/^. ^^ywf^ry y /i';*/i'Jl?^/K ^ 
5: y naf^y >r /i^Sr^lf 5 w t ;D5-e# 5o ^fiit-tiE^^^ 7 «r 1 ^ b < 3 iiW t 



wo 00/61582 



PCT/JPOO/02217 



28 

f-;v-<:/i//U':?^/i'7^=^/v. If73i=^y /Wp^f^/l'^ 

T-ir^/^:^7^>'^=7->'^:^>'^'^-^^. y ^7^7a:^/^:/5=■ 
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R8;^^RiOjjs rg^SI¥j3;{l^p>S^$i^5£T-l7^;^2^@E^$i^TV^Tt i 

;&/W^^^/v, 4-tKD=^v'-2, 3, 5- h y 7«^/'^7 3i::^7^;«7/W<^^;l', 
-3, 5 -i^;^ f-/^7 3i::^>'V;3&/W^-^-^;W, Tir^/V73i:::^/V^/W'^^-< /l'> ^ b 

20 N — nn:7 3i=i/l'— N-;?«f-/W;i57/W<-^--</V, :^ a n 73:=^/l'^/W-<^>C ;K 
y jvit'oy )V/<^=^y{ i?^ ziuy ::.=:. ;ui:jV/<^^ /u^ iy^ nuy 3^=:- 
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yf /u^ h^yv;??/^/^^^;^, yV /L':^7;w^^-i' /u, i — f 'y^'y:fj ^\^yi^=^ 
5 /u;;!7/w<c^^/u, 1 -^L< tt2 -"ih^ ^-l'/^:*/w<^^/^, 2, 6-v?-ry^n 

5 -7a:;^/^^>:?y 6 - 7^1 y -Y 

a^>^ y ^yv:*;i'v<^^/u, p^:3f i^y >'>*>'i'^'^^'r >'''^^ t° 
/i';!7yw;J?^/v;^7/w^^^/V', h y ry' y ;^yiirs=^;^^t! Ji^^<=^^ "rVy y" y 

t°y ^>^=/v:j!7/v^::i>'V;t7/w<^>r;v, ^ryy /^*>'^^=''^:^>'^^■^^-<''^^ 

^;v;<7/w<c^^/u, N-'<>'y>l'/i'-N-^^/V:^/w<^^/i', N-'<>y^/v- 

y^yV—N— ^>^yu;!7yW<^'1'yu, N— ^yy>f /I'-N— '^^V>'^:*/'-'-''^^'l' 
N — ^ V y.^ yi'— N — 7 3: =-yu:i!7yw<-?-^ yw-, N — v?yv— N — ^y y-l' yi':^7yu 
/<^^yu, ^yi^yu^yw^^vf yv, :7yv:;^-n^>'>?yu:^7/w<^^ yU, ^nn^yv? 
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/wSltv |53-xii^^.Cofcl7^;M3l®<^C,-C6T7W='=^c^;^7^#~^^^ST'g1^^ 
tvTv^Tt><kv>)j tfi. ilgi^<7)StFlEC,-C6T/v^/v£X(ltfIiac,-C6T/v^ 
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5 PH^^lc^^^ti-So LT{4> mk.\t^ -TV') ^ J^^s ^ ^ J^M.. 

T^S±l^^$n5:i^^x/v{;:i-Sr fc>6S-e#§o ^i^b<^)^^x/^t>*il^P>^^- 
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/i^g^ t fci^^^ 1 7!;^ 5 #l<^^-r 5 E^^^ t < (*^9-Sm^<^T/l'^/vSS:TJ« 
5 {tL\Z.m.W:^ b LTi^^m 1 'Jb^ 6 ^ E^^^ L < ^^^S^^^(^T/^'=3r 

/^iSrW•t''5 2 y- 1 , 3 -iyir^yu:y-A-^jV:^^jV^^m-i^^tfP' 

1 75^ 4 W-r ^ E^^^ U < ^^^1^0T/^=3r/v£T'fc "9 , MIC 
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^m^l^y^y^'^^^ (-COOR) (DR<D^m\\t. T 

ntvv. >f y^^ntvu, ^y:/'^/K t-y^^/v. ^v-i;?/^. T-th^Jf-y 

}\'i!r^'yi^^i^. ^ y^n;jf:3e-e/;&7^/i<:=^>'V;^-=Jr'>3:^7U, ^ h 
15 7K t -y i^^5^^^y^'>';&/^7^?rl/^:^:3^i/ptf• 
f-yv, 7a^ydri/;t7/i';}?^/^;^^iy^^>'i-XH5-^^/V-2-:^^y- l^ 3- 
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iiji^-fr'Sf^ffl^Wi-sm^l-cfc'!). 0iJ^«. rti}\^if^-y^. n- (i, 3— 

25 KD^i/-2-ynl:Vu) y :d--/VT 5 >- (-jlSf^fe : ^;5^y ^^^^b 
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/U^\^y-9, 4'-^ ^yyVi^^y) -2', 5'-'Jyty (-^^:^ ^ l^y^^ h). 
3_ [(4_yn^- 2-7/^;d-n73i:=:/V) T^f'/l'] - 7 -i^' o n - 3 , 4 -v/t 

4-v=^^y-l (2H) -:3r-t-y~ U ^i^^ : if"^^;^^ 5^ h)x 

6-7/V:^n-2. Kd-2'. 5 '-v^:^^ V-:^ fn C4H-l-'<^^/ 

fc'7y-4, 4'-^ ^ ^5^>^y ^^>'3 - 2-;{7/l';i^>i^? K (SNK-8 6 0), 
y-zK/H^T^i?.;/ y;Ut:'::i;l'. 1- C(3-yn^-2— 
y^^^ju} -2, 4-4 K^y Vi^yi^^y (M- 1 6 2 0 9) ^^^lf2>wi:*5 

MG-CoA) yy^^-if$ria«-rsri:{cj;i!). iflLl^ = v^xn-;v^iST^ 

jflL4'=l^:^xn-/v^(£T$-fr5lli^lTfc'9. -^Jx.f^. (S) -a- [f^ 
(2, 2-i;'ptf--'V- 1 -:*-=^>':7°n^df.» ;rx;^7^':^/l'- 3-7a 

y :3f i^^^^if ^y^>yi;/V;}-s^^^^y ;^ y "^A:^ (BMS- 1 8 8 4 9 4) 
uy^yv^m. 3^hy^yy—h. yj^/y^zfy—h. yA^^c^ni^yK =^ 
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5 -t*;^ {4-y/i^^^y:^=^^^) 7^5^/1— 1 -t:°-< 7 i^-zi-] -7,7- 

y/K x^T'y/K y^T'y/K yi^y^^y/w -r^y^'yyK '<:^^vy/K -t 
-<y > K:7'y/V'. ^-^T'y/i^. :^t'7^y>'W x^i^yy/K K^vK^T'y/m 

-^^ (I) -C*$i^5'^li'^2^{^:^3V^T. 
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10 /^ofci 7!;ig3®(^C,-CeT/^3:3r~>:^7;^7^C=/l'£T'B^^^i^T^^T^JJ:v^) X 
C - - C ,6 T 7 /i'^ /VST' . ft ^ $f ii (iTK^lE^X 7t ^/VST' 5 o 

m{t. -jiS^(II-a). (II-b)S.U^(II-c){c:joV^T^i. ^fillZlt^O Tfe "9 . -)^^ 
(Il-d) (c:joV^T^i. ifiH-ft 1 TfoSo 

RMi> WM\^\tit^mw.'^. c.-CgT/v^/i-s, C6-c,oTy-/i'S (f^ry- 
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mi^ity^^^yW-^. C-C.TA-^^^m. C-C^rf\^^^'y^. 'yr jmLO- 

Ac : TiTT^y^S 
Ada(l): 1 -T^-v>^/^£ 
10 Boz : ^>:/>r/VS 
Bu : T'^yVS 
cBu : n'^'^/l'S 

iBu : >r yyf^/i'fi 

tBu : 3jSi^^/VS 
15 Byr:>^f^y/V£ 
Bz : '<>i//>£ 
Dc : xv^/^fi 
Et : 

Hp : '^l/^yVS 
20 Hx : '^^«>/l'S 

cHx : v-^ n^:3f v'/l^S 

Hxn : -^dr1^/>r/V'S 

Me : ^/VS 

Oc : Hr^ 
25 Ph : :7i:r/PS 

Pn : '<y^;l'£ 

cPn : n^>^/WS 

iPn : ^ y^i^^/VS 
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Pr : ^ci tVU-S 

cPr : i/^ uy'^ct tWl 
iPr 

Prn : T'n M'-t=-f^^ 
Nn : / 
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7-14-0 


Ph 
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(Aft) 




±aa^'^'^ R'7bm.R\ X, Y, Z, A. Q, nS.U«q{t. m^LfchOtmM 
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.O — (CH2)rf- 




P — (CH2)„,— 




CO2R 



,11 



,NTr 



NTr 



— (CH2), 



B-R 



,7a 



(Il-a) 



(Il-b) 



(U-c) 



(n-d) 



20 ^ /KD J: 9 Ce- C .0 T y - /i^TE^ $ tifc C,- C „ ^^MT 'y/umm(D ^^^M 
Tv^>'^^j ; H^BBC^-C,T>'^ = ^v':^/^3^^^/^S^ 2, 2, 2-hyi5'nn3ih 

\-ih]) C,-C6T/V=^^W->y/V'T'gi^$iX^cC2-C,T/V=^'>;«7/V:j^=i/VS^(D 
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^ y 7'n kVl'v' y /V. ^ ^/Vv^- t - zf'^JV'y y /K b y -l' y t'/Uv' y J: 

h y c.-CgT/u^^/u-i/y >'i'£> s^^^^^/upt^/vv'y /I', v^^^i^/^y^/i' 
5 TifT y -/i^Ru^c.-Cg T7L'dr/u/5.biiiR$tL;ts-e3flig^$nfc'>y /v£ 

10 ^<7) Tv^y /V^j ; ^Vi/zU, ^a:^^/!-. 3 - 7 31 ^/VT'n tW. a--:^:7^yW 

31 z^/v pi ^/i^. 9 -T >^ y /i^^ J: p 1 7!f^ 3 Wi<Dr y -/vsx- 

gi^$tLfcC,-C6T/l^=Jf/VS. 4 -;'f-/V-<yv?/^. 2, 4, 6 - h y ^ ^/l'^ 
Vv?7K 3, 4, 5- h y P«^>'l''<>'v^/V> 4-7« h^i/^i^^v'/l'x 4-pthdrv' 

u^l^i/jV, 4-7'n^^Vv?/V, 4-v'T/^>v?/K 4 -ixT /'<:/t^/l'i^7 

EJft^nfcl 7&^3^(DT y -/V£T'M^$tbf:iC,-C6T/l-=3f/uS^(7) FT 7 7V 
20 ^/V^J ; 32.ftN, N-v=^^/VT^y ^^W. '<:>'v?y7='V, 4-^h^V'< 
^'v^yxVs 4-^ hn^:xv^y7=Vs f-y i^yr^^/s 5 n Pi^y i/yx>. 
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^ID5i^TV/vS. ^;w^n^;v, ri^^'<Ji^(7)Xo^i::^^^^^'yX' 

v-zuS. 2, 4, 6- M; 4- h/V:^-'f'/K^j: ^^c^C.-CeT 

;l^dr/VX'a^^tlfcC,-C„^^i^Tv'/I-S. 4 -Tx^ V ^ z^<D i 9 C,- CgT 
10 ;V=i#v'-egJ^$H/S:C,-C„3f#l^Tv'/WS. 2 -;?7/V;J?dr i^^y 3- 

/V /K^ J; p C 2- C 7 T /l^ =1 ^ V/ /Uyr^=^/UX-mtk ^ tbfc C , - C „ ^^Ji^T V/V 
15 fc« 4 - 7 i =.7V-< /K^ J; 5 Ce - C ,0 T V -/I'Tgm $ tlfc C,- C 

„ ^#i^Tv/vs#(^ ^jfmmr'y?\^mi ; x k 7 1 kh t-^ 2 — r /v, 3 - 

y'n^T^ hyt Kn t°^^/- 2-^/K 4-p« h^'>7^ h^t 4 ->f 

/K X h^t Kn^;^t°7>'- 2--('/K 4-^ N^v-X h7 t Vn^iryf yl^- 

20 hyt Kn77:/- 2-^/V^ X h^t Knf-:;^-^^^- 2 -'<-'K7) J: p ^fc Tt" h 

^ y n tvvix y /v, p« ^/u - t - y^/wv y b y ^ y 7° n twi/ y /vo j: 

25 ^/i'->y/l', >':7a: = /W yT'n tVUv^y/K 7i-;l^v?>i' yT'n tVWi/ y J: 

5 fir y -/vz^TJ^c ,- Ce T/v^/v-T)^ b^fi $ tufcST' 3 $ tLfc V y /i^s 



wo 00/61582 



156 



PCT/JPOO/02217 



*fc{i2, 2, 2- h y iJ'nnai h^fVTf^/l'. f;^ (2 n n:n h^^v') 7« ^ 

5 i-a^Y^i/zJ^^/V, y^n^s^iy) :^'^jV(Di:bfii {C-C,TJV^^ 

^y) ai^;V^'^tL\t2, 2, 2 - h U n n jc^;>0 j: 9 ''.^^^ci 'i^'^ib^^^l'S^ 

10 fcti4-7f^/l'^i^v^/K 2, 4, 6- hi; >^/l'-<^>^>'K 3, 4, 5 - h U P« 
2 -ri hn^:/i;?/l-, 4-::^ hn^Vv?/K 4 - ^ n n-<> v^/V, 

^v';&/V7}?;::i/V$, 2, 2, 2 - h y ^ n noi h^f v/;«;/W7}?zi/K 2-hyp<^/V 
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5 ^/u;!7/U/-}f::^/wS#o rmi^Tv-/wmj ; SilEC.-Cn^#^TWi'S. 2-:/ 

2, 4, 6-hV /^^^^^^y^^^^ 4- h/l':r-f /K^i pj'.CC.-CeT/V^/^-C 
g^$tlfcC;-C„^«T-W^£. 4-T::^y^/WOj:9/jiC,-CeT/V=^v' 

10 i/^y^Z-Y/i^. 4 -:7t7>'>#>v^^>'yV>'i'i^J; 9^<^:^7/^#^v'Te^^$i^'^-C7- 
fi 4 - 7 31 ^)V-<VVy{ )\^(D^0flC-O,^r^) -/l^T'ffi^ § tufc Ct- C „ 
•rh^fc Kn t'^:/- 2->1'/V^ 4-^ h^i^x h7t Kn i^- 4 -^f/K 

hyt Kn7 7>-2-'r/V*yb}i-r h^t Ko^:^-7 7 V- 2 J: 9 

5^/1^ v^-Y yy'n kvui/y/u, t^^/i^v^- t -y^y^i/y/i-. h y-f yyn tvi^i/y 

25 /VCD J: 5 t'^T y -/vS-I/C.-Ce T>'^=^/V;6^bil^R$i^^cST•3®g^^$i^fcv' 
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Jl'mttz\t2, 2, 2-hyj^nnaihdpi/;t^/K t^:^ ( 2 - d hdf V) 7« 

2. 4, 6- h y 3, 4, 5- h y pt^^l^^i^i^/K 4-^ 

10 ^^/K t°-<n::^/K7?J;9/'.CC,-C6T/W^/U. C,- C, T/U=3 

'yT /TTy-/^m3&5ai^$tLfcl7!;M3lil(^)Ty-/i'£Tgm$ti.fcC, 

2, 2- h y anoD 2 - h y p« f-z^i/ y 

^(DTy-/VS-Cg^§n:feC -CgT/Vdf/VS. X« (C,-CeT/^=3=Jfv') ^ 
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fjK ^^/K n-rntVK ^yTntVK n-^f^/W, ^ '^^^ 

5 :/^>'I^. 3 -Tf^/V^^'^^/V, 2-7<5^/^^^^/^^ l-^^/l^^^^/K 3, 3 

2, 2— 1, 1 -v^p^^/^:^^^^^ 1. 2- 
i^^^^/uy^/K 1, 3-i^^^/v:/^/K 2, s-v^p^f-zv^/^/K 2-31^/V 

10 2-p<^/V--2-7°n-izi/K 2-3if-;^-2-7°n^-/w. 1-^7^::^ 

2-yx^zi^> 1 2-:/7^^/K 3-:/x=/v^ l-^^-'^- 
3_y7^-;v^ 2-p<^/l— 3-:7-7^r:/l., 3-^7^=^/1^, l--^^' 

7^=:/u, 2— <:/x->'K 1 -pt^/i'- 2--^>'7"^/^. 2-^^/v-2-^:/-r 

15 =^/\^. 3— s^'X^i/K i^^X^/K 2-7<^/l'-3 

1 O'X^-'V. 2-p'^/v-4--<>'-r-/K 
2 -^^^-fe^i/i'v 3-^^ir=^/v. 4 -^=3r-tr^/^. 5 -^^ir 
zi/KD j; 9 rr/^-ir^^/^Sj ; 2 -T'n t°=7V. l - p« ^/l'- 2 -7" 
nfc°;:i7K 2-p«^/V-2-:7°nt''=^/K 2 -^i^/V- 2 -T^d t°::i/K 2-:/^ 
20 =^JK 1 -^^/V- 2-^^-=^/^ 2-^^/V-2-y^^/K l-a^^/U-2- 
3-y^^/K 1 -7{^/V-3-y^^/K 2-^^/l--3--/^=^/K 
1 -a:;f-/W-3-y^^Vl', 2 — <>5^=z^. 1 - >t 5^yl-- 2 — 2- 
pt^yi— 2-^i^f'=-/K 3-^V^=-/K 1 2-^ 
3 4-^y^n;K l-^f->'V-4 ly'^=^/l^. 2-^^ 

:^np<^/K v?^nn^f^/K v^T/n^j^^^^K 2, 2, 2-h 

U 7/V:^-n 31^/1', 2, 2, 2 - h U n noi^/U, 2-yn^2i^/K 2-^° 
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noif-yK 2-7/W':^nai^/V, 2-3— K^^yK 3 a n -/n tVV, 4-7 
/U:^n:/^/K 6-3— K^^v'/^. 2, 2 -i-^yo^oi^yK^ J: ^ r/>n -iry 
T/V^/l^Sj ; 2-t: Kn3rV3i^;K 2, 3 -v^t Kn^v^T^n f /V, 3-tK 
nrJfv'T'n tVU, 3, 4-i/t Kn:^;^^/^^;^, 4-t Kn dri/y^/VCO J: 5 Tt 

=}-;Wyy j^=^jv:^^/v^ 9 -T v:^ U ^i-^ ^/^(D J: 5?"^ I" i T^j^S^coT 'J -/i^S 
•Cg^^$i^;'bT;^^/^SJ. 4 -t^ ^/i^^^v^/K 2, 4, 6 - hi; ^/v^i^i^ 
10 ;K 3, 4, 5- h y ;'«'^>'^^^v^^^^ 4 -t^ h^V^:/v^-'l', 4-p<h^'>73i 
^/Vv'^i^/WT'^/K 2-^hn^^i;?/V, 4-=bn^>i://V, 4-^nr2^ 
yv'/V', 4-yn^^>v=/^, 4 — v'Ty^:/i//V. 4 — v'Ty-<:x^//^i/7J:=• 
fcT/i^^/ws^o rr ; h y ^/^v' y y /p. ^ y 
/w. j^^/vt^'t-y^/vi^y/i--, h y-Y y7*n tv^i^y/K p^^/wv^^a^/vi^y 

/K yT'n tVUi^^i-yVixy/V, y^/Wi^7a=/Vi<'y/K 7 3i=i/Wv?^ y^* 

20 ntVWv-y/KT^J; 9/^ fv-y/l-Sj ^*lf ^ ^ <b ^i^T'^ . ^filt^li^ C-C^T;\^ 

T-fc>9, i}#{;i$fji{c{ic,-c,T/v=3f/i-STfc5„ 
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Xitl, 1 -T/v=;!&/u#"^/i'i^t:°-<y v>V"efcS=) <D^&T. (ill) 
^Mi^^iK m^.}^. ^-^^y. y^n^y, :6m=^-7'/i-<DXots:m 

flgB*^i^fk*m^, ^^iii^^bTK^m, y^ti^i^itmtTi^mm. :^-x/w^X(iJi 
<^#STX«#^#ST (iifji{-»t. #ffiT). {k^i^ (V) ^mtRJt^^"^. A' 
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J: 0 ^j:^mm^(Dy i^y y^f- Kit : mtm^. mmt:^^. V h y ^ n y K. 
pg^tt$ti?'^v>/j^ m?L\t. -^^D-y. ^-zt^^y. n^^uyO^ ^Siffi^-x/K^j: 

u^^yitmit7^mm-Mm?^^y^. mm=^^^^. g^si^ntw. i^^^f-zw m 

h^uyyy^ i^^^'^^y. }.df->3ii5^:/, i^oL^^u-v^y =.-/w:^7J^/v 
K.v'pt^/i'T-fe hT^ h^^=^f••t^p<^/^y v^h yr^ K<7)<}; p/^r^ K^;7K : 

i^*4{i:^!fe> ^m^ti^m. mmm^.^^^ti:^i>K m^. - 2 o-c 
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Sfci^fl^rBifi. wMit^m. m^^tiM^. mm. ^mi^^^i^^'om^^^tK m 

l^PS^Jt^tL'fevVjS. 0iJx.tt\ -^^f-^x --•T'^i^. y^n^^, 
Kp^yy, v';*-^f->'. hdfv'^tJ':/. n-zui^^f-yvzn- 
v'y^/VT-lr hT5 h\ •^^i^y^/^y y V<DXoti:rz. 
75^1 0 CC'CifjilClJi. 1 Ot: 75115 Ot) T'fc 60 
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-m^'^m'^^it^<^^^i^'^^^'^^^<^^^^ M^it. T.W.Green. (Protective 
Groups in Organic Synthesis) .John Wiley & Sons: J. F. W. McOmis. (Protective 
5 Groups in Organ icCheraistry) . Plenum Press lc:|e«<Z):^&lC X'OUTCOXo l-tr 

^.^^^ }.drv'3i^>', ■i^in^V':/^!; ^-/Wi^T'^/^^-X^'l'f^.fc^J^C^- 
i^h\ -f-hV V^'y * '-^ t h^-> K(DJ: 9 7i^^^T/i'=i=3f--> 
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T/U3-yU, i/:n^l^>'i5''!; =J— /V, :57"'y-fey>. iy^u^^^/ 

!!#^cPI^}^?^^v^:6^ m^\t. ^-f^v. y^n^^, ;5fftai-7'/KDJ: 

g^ieyf->'K g^i?3i^/u, gt^7"DtVK p/^oi;^ 

;/y-fey^^, e/^n^dfi^-y— /i'. T^^/v-tny/v:/ 

25 -Cfc9. ^fiiicfi, rivn-jv^^ =^-^)Vi^, W^iimXJiTK (#(c:$f5i(-ttx 



wo 00/61582 



166 



PCT/JPOO/02217 



h (CAN). 2, a-v^iJ'on-S, 6-v?i/Ty-p ^V^^^/:^ (DDQ) 

TiSl 5 O'er'. 1 O^Fb17I;M2 4^PBl^ii$tv5o 
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7t Kt2 77>', v';i-^1^>'. v'^ h=^v'^iJ'>^ S^oi^u^i^'y 3-/i'i^p{^/V' 
31— x/vo J; 0 3^31— r/v^ ; Tir h y /K >r y:/^n h y /KD J; 9 ''i^ b 

7!7Ml 0 0°C (Bm^at. 1 0°C7!;M5 0°C) T% 1 B#Fb^7^7^ 2 4 0#ra« $fl5c 

^^i^{cP5^«/jiV^/J^ '^dfif:/. y^n^v, ;&?fi3;-T-7i/OJ;e>?^.cfll 

— 7i'i;'^f-/V3i— r/voj; p/^:t-7^;vfi ; ^i^y-yK n-T'nX 

/v, >f y^'n/NV-zi', xx-'f^/-)^. -fyy^y-^K t-y^'y-/v. 
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^/u y h U T 5 K<7) J; 9 T^^T ^ : J: 0 ^kflgKit^ ; 7k : ±12 

So 

15 i^m7bm2 4i^m) t-^jSo 

h (CAN). 2, S-^^tJ'nn-S, 6 -v^iXT ^ - p / (DDQ) 
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5 O'er-. 5 55-Fb17I?S7 2^Ff.miS$H^o 

v^^<DXo firj\^iJ y ^mmmm. mmT^m 'j^^j^. mmT^m-r hV'>^. 
mm7i^m:ti ]}^m.(dxo f£r/^:^v^mmmmmm TKi^^by ^^-^s Ti^mti- v 
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15 fS^tl-J: m*$ix5o 

/^v^d^. fiJtf^. ^-f^y. yyn-o, ^Mii^^ 

25 a^>'^'y<D^otl:^^°^yitmt:^^m:mm=^^^^. mm^^J^. g^^y°nf 
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jildfi. 7"h7t Kn7-7i/) XfiT/V^-zV^ (iltCl^ftiil-ti, y^J'y-;V).T' 
ig^^ _1 0°C 75^2 0 0°C o;!;Ml 5 Ot:) T% 5^rBl7iM4 8B# 

ti:ifi. mm^ntc. it^^ (V) tm^mm^'t^Rjt^t.timt^m (v) i^g^ 
m. mm. mm. mmmm. mm. mm(DXo:^j:mmmxh^. nmiMmmx^ 

So 
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j.<r>^o firivu y 4kJR^i5^^ ; im\\L-^ y^)^J-. -^.{^1^ 

v\ -TV') v^'y H\ ti V 1 --fy^'y y<^^ 0 ^i^^mr/^^^i^ 

y7"p/V-/K n-y^y-^K 'I'y:^-^/-^^^ t / -^K ^ /v- 
(Bfe) 

Bm\t. it^m (I) (-*31>T. A^J. ^ (I I -a). (I I-b) (I I 
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-c) ^^ti^&X^^^it"^^ (XIII). (XIV) tfzii (XII) ^n^t 

Step B1 



R 



(V.) ^ K> 



(VII) 

StepB2 

•Q-^^(CH2)m-CHO o 



Ria'-'Y^)? R E NH 

r3 fviii) n 

O (IX) 



(X) O 



StepB3 



StepB4 



R^ 



R3 



V^X^ r6 E NH 

^ (X.I) Y 



StepBS 



r3 6 



_YjQCV-(CH2)q-Q-^^^(CH2)m^^ 

^ r6 s^nh 
(XIV) Y 

O 
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ixmtt. -^^ (VIII) ^^-r^it^m^^m-r^xu-^h<o . 

■frfcm. -^^ (VII) ^Wi-^^b-a-^^SfS^^-fr^'-^t-'t'^tTi^^^o 
mJIki^m^ y A(7> J: o t^iT/vio y ^SS^i^^lli ; TK^il^y ^"i^i^. TK^^b-^ h 

10 Vh\ -^hy h^VK. ■:hhy -^i.^: h^'^ h\ ti')^J>^^--7'y^'yY(D 
J:9;feT/>;!7y^JST/w='^i^Km; h y^i^^/vr^ h y 7^^;VT$ v>-r 
yyn tVVai^/UT^ V. N-7«^/^^/V3}^y t'y^:^^^ 4- (N, N-i^;« 
^JVT^J) t°yi/>. N, N-i^7«^/^T::^y N, N- v^^i^^/^T^ y V. 
1, 5-i^Tiftfi/i5'a [4. 3. 0] y'r-b-:^:^. 1, 4 - v?T1f t'Vi^' n 

15 [2. 2. 2] ^^^^V' (DABCO). 1, 8 -"i^Tif t'i/^ n [5. 4. 0] 

(DBU) (Dj;9'fe^^T^ vm;-efc'9> $f)i{i«T/w;^y^ 

$ti;^^V>^^ «fij^f^. ^^Jrl^V-s y^O'O. 9^^fl§ 

25 tiv=pt7^yV4-xywi=KT 5 K) T'fc^c 

2 ot:) -vh^o 
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1 mm^j^Tj^ 1 0 mm) x-^^o 

it-^m (V I ) t-fb-^ife (VII) ^SfS^^-frSl^^t^Sft^fi^li. ji^. - 2 o'C 
7!>M2 0 0°c (M{-ii. o°c755gi 5 o°c) -r-fcSo 

-fk-^i^ (VI) tik-^tl (VII) ;SrSlt>$-»t5^(^SC6Btr«^{*x 3 0^^ 

^j^t^^T'ik. (VIII) \tnm^%ox. Rmm^-^m-^ 

J:?/^jl!fci^(^#STXJi^#«T ($?ii{^ll#«T). 'fb^t; (VI I I) -US 
^ (IX) %W-rS{b^'^^SJft:$^t5ri:(c:j;«9tTt>nSo 

'^ijx.li. --^1^^> --T'^^-, DiTn^y, j; ^''jifli 

^y\m\'cimw<;'mii'^f^. mc^^i^. mcf^"^'^^ t^g^^^/w ^^^^ 

n-:^^?/->'K t-y^J^y-zK 'I'yT^/l'T/V^ 
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--=J5^1f^^^^!> M; T 5: K(7)J: fir ^ Km ; Xfi±l5^^(^^^^^ ; ■^*> 

t.fz. -fk-a-^ (X) t±Wki\!^m\m^m-'^'±^:^t\^x.^x-hnt> 

tbSo -fk^i^ (X) t4kJS7K5^<b«^^&Sf£:$-frS:&fe«. wo 9 3 /i 3 o 9 Ad 

25 4im{i. -^^ (XII) ^m-r^it^m^mm-r^TMxM . ^fstt 
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mBSXmt. (XIII) ^Wi-^fb^^^^ii-t^X^Tfe"9. it^ 

m (X) \Z.^\<^X. Eii^^nW{-X'hh\t^^ (X) C0R"S.t/XMl*3lt^T^ 

SBex^fi, -i^j^ (X I V) ^w-r5ft:^^^M5ti-5xaT'fe'9, ^Stt 

*xmii, -fb^it^ (XIII) i^m7K*{h:^^S/^^$-ti:§::^l-cfcoT 
10 t,tft)n-5o -fb^i^ (XIII) i^M7K^ft:i^^Sf£^$^^:^fe!i^ wo 9 3/ 
1 3 0 9A{cgB^$nfc:^^{wS:pCTff 5 wt^s-c#5o 
(cfe) 



step C1 




15 

ilS^^", R'7!?^R\ R"> X, X\ Y, Z, A. Aa. Q, n^tU^qH. 
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-2— f/K U 2>-'yir^Vv^y-2-^ 1, 3 -i^^T>- 2 -^/K 1, 

3_c;^;^^:^_2-^/v-C-fc^. v'^ y^'yi-^J\^. hdrV^.f- 

/£V^;65. T^n tVK ^V^nf/K ^^^/K s -T/^/l-v 

4-VTy'<>^i^>'K^<J:^''£C,-C6T/V^/K C,-C6T/V=i=3fi/. ^hn, 

n >r L < v-T / Tgi^ $ tLT V ^T ^ ct V ^ 1 7!;^ 3 Ce- C ,0 T y 

20 igcixm(i> -^^ (V) §r^-r5<b^!^^s[5ti-6xaT*>'9. -m: (X 
V) ^w-T'Sib^iii^-^^ (XVI) ^w-r^^b^^^sj^^^^^^ii-i^tT 

-fb-^^^ (XV) (3:^3^^TGiSd^/^$y^£■cfc5^^^ -^m^m^"^. -fb-^^ (x 
V) (XVI) 5grs^r^^^fc^^ yS<7){i^^S-c$)5 t-:/ 

^fc. *xsfi, ii:^!^ (XV) bit^^ (XVI) ?:Sfcr>$-fr5^ci^^ T^y» 
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^t^m (XV) (XVI) ^l:Sf£;$^5l^{::^ffl$ix5^Si4^i^Ji. 

^yynx/-/^. 11-/^?/-/^^ -ry:7-^y-/K t-y'^y-/^. -fyr^ 

-fk-g-i^ (XV) ti\L^m (XVI) $:S)r^$*5^«^Sfc?i&S{*v m^ik-a-tj. 

ccj^Mi 2 ot:) -efc5o 
ik-^ifei (XV) tit^m (XVI) ^s;j;$-it5l^(7)Sfc?B#rp1tts TO^b-^ti. 
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T^^^^'^7i^ir y ^d^-r^ V (CAN) (7)J:9?^^-fey ^Mt^^^<^W^^ 

mmn^fi^i^^atK »m\ats it^m (xv) h\t^m (xvn ^sfc^^-^tsi^ 

25 ^{t:^itg?jte$-d:5l^.(DRfc:^ra;SS:t/Sfc;^a*rBl{t. it^m (xv) tik^^i (x 



wo 00/61582 



PCT/JPOO/02217 



181 

y ^2^. 7k«<l::;{7y ':7Ao^9^,^T/i';«7y^m7K5R<kiii«;*^<ty^!>-i^> tK^ 
-fb-^ h y ^-i^. im.\\Lt> y ^i.(7)J: 9 7'^T/V;^y^m7k^ibi^^; y-^'J'A^ 

20 y7'ntVV^^/VT5:>. N-p«^/W^/V5}^y t°yi^>. 4- (N, N-i;^^ 

^/vT^y) t-yv?^^, N, N->^p<^/^T^y n, N-e^^^/vr^y 

1, 5-v=T-!f t'v^jJ'n [4. 3. 0] J-T-^-^'y. 1. 4 - v^Tif t'v^^ n 
[2. 2. 2] :^i5'^>' (DABCO). 1, 8 - i^^TIf t^i/^ n [5. 4. 0] 
_7_,j,y7^ijy (DBU) (7>J:9^i:WaT^ ^filt^Hi^ WMT ^ ^ 

25 m (!|t{^j!?ii{^}i. MJ3i^7UT^>) T'fcSo 
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5 K. 'y^ ^/UTir h T S: K, '^=^■t^ f-z^'J ^ - f""*^ J; 9 tj^T ^ ; 

SfC??a^f*. i^mk-a-^s Umm\z.i:^^^l^iiK y-^^>m\tit^^ (XV) 
10 (7)Si^?:}b^J;0^/>7i' h^mbit-B-m (XVI) ^fci^^<^i^mB*tt(^SfS:^ t>x 
ii^. -2 0'C7!;gi 5ox:x'h'o. it^m^at. y^u^yitmtit^m (XV) t 
o'ctijMi oo'CT'$>'9, K^gir^t-a-*^ (xvi) t.tin^ 

15 (XV) (DRf£:^3J:U5^^^7>f K«^<t:^t> (xv i) i^ti\t^<Dmmmt 

20 ii{^fi#ST). -fb-a-ti (XVI) ^fc{i^«o^^tMi:Sf£?^-*2>r i:i;:J:oT 
^ l_t Kndf h y TV— N-t Kodfi/- 5-y/^:^K/^^:^- 
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10 T ^ K) T'fcSo 

-7 0°c7b^ \ ^o°c (ifiil-f*. -1 o'C:^Si oot:) XM. m^^:^ 
15 y'Ji^mtit^m (XV) ^fc(i^(^i!mP:tei:OSf£;:T-l±, - 2 O'C;!;^ 1 0 O'C 

T). -fl:^!!^ (XV) tM-^^^7K!^{k^y^Si^?$^> ^a#®l^7Rt)m^ii5tLfc 
^^^4i7Ki^mi:<l:^'^ (XVI) *fclt^(D^mP^^Sf£? 
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yyn tVHt^/VT^i^. N-ptf-zV^/^^i; >'x 4- (N, N-i/p« 

^/i^T^y) t-yi^V. N, N-i^/i^/l^T=-Vy. N, N-i^3^^/VT^y 
5 1, S-i^T-f t'v/iJ'n [4. 3. 0] /i—5-^y. 1, 4 - v^TlffV^ n 
[2. 2. 2] (DABCO). 1, 8 - v^T1f t'i/i7 n [5. 4. 0] 

_7_,^y7^iry (DBU) (Dii^tji^mrKymx-h^.Bmiat^mr^ym 
^Tfo^. »iii^f±. v=c,-c,T7i'de/i.^b<tii^C3-Ci,Ty-/V'>Ty y:/ 

y^-n.i'^^^c{t:H}fi^-7^/^<^J:5^.efliK:^^tt^^;^>'^">'. H>'^^ 
y T ? Ycoii 0 fir 5 K^i ; 'y^ ^/v;^/^/^:^^/ J: p ; ^^/i' 



wo 00/61582 



PCT/JPOO/02217 



185 

10 m-^mM7i<>mmtit'^<^ (xvd tti\t^<DmHMm.(oRi;i^izm7^5.!^^mm 

-/vv'Ty y ym^^m-r^m^iat. m&(D^^r. it^m (x v) ir^k^f^ (x 
15 VI) ^m.^RJt^^'^^^thv^^o 

-fk^i^ (XV) tit^f^ (XVI) %Sf£^^-ti::rc^. g^:S^fflv^TT ^ y Soi^SS 
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it-^^ (XV) tit-k!^ (XVI) ^SJ^?$-^^^ft^l-:}^>'^Tfs^ffl$ti^±iS(t^ 

f ij }>;3f i/ K. y A t - h ^ KtD i 9 firjvij y ^mr/v^ K 
y t'yi^'v^, 4- (N. N-v?p« ^/i^T 5: /) t-yv^y. N, N- 

10 v^pi^/UT^y N, N-v^^i^^yVT^-y 1, 5 -i^TIf t'v'^ n [4. 3. 
0] y^_5_aii/, 1, 4-i;'T1^'t'ix^a [2. 2. 2] is-^^V (DABC 

o). 1, s-v^nffViJ^n [5. 4. 0] -y-e^^/x-fe:/ (dbu) (t^^o 

15 \\L^m (XV) (XVI) ^s^t^^^s5ft;l-^5effi$H5^^t^^^^i. 

20 9/^^— x/W^ ; ^ ^/->'l'> ^iiJ^y-zK n-yn/-?y-/K 

T 5 h\ v^T' ^/VT-tr hT 5 K. ^^if ^ ^/W y h y T 5 i 9 JJcT ^ K 
7!;5i2 0 0*C (ifiilCfi, 5 O'CT!?^ 1 5 0*0 T'fe^. 
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(D^) 

Dfeti. {k-^i^ (1) {-i3V^T. AfA (I 1-d) erWL. m^U -CfoS^t-^*^ 
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(XXI I I) iiXXfAi^ (I I-b) ^WL. m/j^O-Cfc^<t:^tl (X I V) 



wo 00/61582 
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Two steps; r'^^^^^ Y 

1) Thiourea r3 » 

2) H+/Hydrolysis 

±iaiCtf. R'75MR\ R'\ R'\ Xa. X. Y. Z. B. D. Q. 
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^Diimii. -^^ (XVI 1 1) ^^-r^it^m^mmir^xmx^h'o . ^ 
stt^^'^'. ms<^)#«T> -^^ (VI) ^^-r^it^^^-wt^ (XVI I) 

^ W-r 5 -ffc^t; t^at^^'^^^ti^iX^ tr tJti> ^icxmft MIS B ife^ B 1 xm t P 

5 f^D2xuit. -m^ (X I X) ^^ir^it^m^mmi-^T.^x^h'o . it^m 

(XV. I I I) ^m7Lir^zti^X'ont>in^o >^&it>it. ^«iii7uSf£?X(i-^ 

^ffl </ ^ 5 r i J: "9 tf o 
^ D 3 imfi. .( X X ) ^ W-r a ^t:^^ ^m3ti- § xaT 19 > jk^ti ( x 

10 I X) iZ. Meerwein Arylation Rit^^ffO^ti^^'O. M^^tl^o Meerwein 
ArylationSlJ?}*, ^ItMBgS 5-2 2 6 5 7^^^ (USP4258193)2^D? 
S.Oae {b(Dljm [Bull. Chera. Soc. Jpn. , 53. 1065 (1980)^o] iZ.tdM^in.it:)j 

mD4xmfix it-^!^ (XXI I) ^mm-r^jiuxh^. (xx) t- 
fStt^^s^^is :^so#iST. -^^ (XX) ^^-r^it^m-^-m.^ (xx d ^ 

mD5Xm(t. it'tm (XXI I I) ^SiJit-r^XgT'fc'9. T^yS. t Ko 
^D6X.m\t. fk^^ (XIV) ^i^3t-r^XaT'fe'9. fk^l^ (XX) t^:t 
25 it-k^ (XX) tv':t^lyr t^RJiL^^'it^^ltlt. ^mm5 5-2 2 6 3 6^r 

KJt^i^Tm. :^S.it^(D^&^it^m (XX III) iaXXJ^ (X I V) ti^felzitt&o 
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*/c. ftrlSA-^. B?£. Cfe:fcj:t/Dfel::J:'9#bixfc{t:'g'i^ (I). (XI I), 

(XIII). (XIV), .Si; (XXI I I) ^5T5: yg^^-r^m-^. Si^MM 

t;6SX'#5o rtbPj(7)SfC?li> <ik^tK <ik^(r>1i^X\t^i\'\^WSi\^f:.1o^ [The 
Chemistry of the Amino Group, chapters, 1968, John Wiley & Sons, The Chemistry 
of the Amino Group, chapter2, 1970, John Wiley & Sons (-tt^oT^^fC 

y-/Hkfis T ^ i^a:^Nn>^y>fbT D -/vt ^l^S#^ETl-Rfc?$■^t?>■a•fi£fe^l- 
W:¥M\:-^m (i v). (v i i), (i x). (xv i \ ) mi (xx i) ti. 

20 milSf^k-^i^ (I I I). (VI). (XV). (XXXI). (XXXI I I). (XV 

I) ^^v^ (XXXV) (i. mx.\-t. ^j.T(D:^m\z^^xhW:'^x^^o 

(Elfe) 

Ejfefi. -fk-g-!^ (VI) *fctiQ;55^^1^^-T'fc5B#(i{k-a'i^ (III) 



25 
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Step El 




±12^4^. R-7bmR\ X\ Y, Z. G. Q. n. q ^t/B o c 

mEiiimn. it-^m (vd [(i i i);q=oo^] ^mm-r^jiux-h^. 

5 (XX I V) ir^-r^it^mtit-^^ (XVI) ^SrSfS^-^. g!^fflVNTT 

/fTt^n-So ^T.mt. mucmmc iT.^\zi6\.^x. it^m (xv) irft^^^ (x 

10 it-^m (XV I) |::*3v>-cZ;65^I^IE^Tfc'5^'g-x PAS$-fr5:^?felc*3 

v^T. miaat^^ (XXIV) ^±]^mi^m^^xm^o^^^T^^'rft>n^o 

Sf&*^T^. 5js:SfC?<^i6tJik:^i^ (VI) [(I I I) ; Q = 00^] {iS&lCt^ 

h^yy^-^mmL. mwmmmxmiii-r^^tiz.x^x':r^m. mm-r^:i 

20 tdS-CtSo 
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(F&) 

FfeU, it^m (XV) %Siiti-5;^&Tfe5. 

step Fi 

HQ-{}-A* G-(CH2)q-QH^ 

G'-(CH2)q-D 




(IV) 



(XV) 



pOCV) 



^Finmt. it^m (XV) ^mm-r^nuxh'o. ^^si^^j^t. 

(IV) iSrW-r-Sit:^^^-^^ (XXV) ^W-r^fb^^irSfc?^ 
-^^ (IV) ^Wr-5{k:^i^^^-l&^ (XXV) ^w-ra^b-a-i^iiSfc^^^s 

-i^^ (IV) ^w-r-s^b-a-ti^r-^^ (XXV) ^wt5{b^2^^s:fr>$^s 

20 (IV) ^W-rs^b-^!^^-^^ (XXV) ^Wt-^fk-^il^^EJ^^^-fr?) 

5ot:75M200'C (ijjiicift. o'C75Mi20°c) -efo^o 

(IV) SrWi-S^k^ife?:-^^ (XXV) frW-rs^k^i^irRf&^-^tS 
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-^^^Wi^'a•^iK^t:^<^^^SiC^oV^Tji^<7>:^^fe. m:k.it. T.W. Green, 
(Protective Groups in Organic Synthesis) , John Wiley & Sons; J. F. W. Mcomie. 
(Protective Groups in Organic Synthesis) , Plenum Press \Z^ZX^^^t 

5 ;6^T'#6o 

•^fz. VC^^ (XV) (DG'Xmt'^m (XXV) (DG'ifitl^^^it^^iy^^^. 
^fifz1o;vif^^'y/\^mxh^\t'kmt. GXtiG'/&^ ii^^^nfc^^ 

(G&) 

G-Sft. -fb^!^ (XV) (^jQV^TAa/jS (I I-b ') ^^L. m^^OT'fc^^t: 
(XXX III) */cf:iAa;6S (I I -d') ^^t. m;6S i T'foS^li'a'i^ (X 

20 XX I) ^SS3£'t-S:^fe'Cfe5o 
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Step Gl 

D-^^N02 " G'-(CH2)q-Q-^^^N02 

(XVII) G*-(CH2)q-QH (XXVII) 

PCXVI) 
StepG2 



G*-(CH2)q-Q-^ ^NHz 
(XXVIH) 




Step G3 



Step G4 




(XXIX) D 




CO2R' 

PO<l) p<xX) %7a 



StepGS 




(XXXI) 



V 



Step G6 

(XXIV) ► G«-(CH2)q-Q-\ /] 




Two Steps; . 

1) Thiourea 

2) H+/Hydrolysls (XXXII) g 



Step G7 



G-{CH2)q-Q-^ ^ 
POCXIII) 




o 



MM'tfr^-r, mcmmn. (xxvi i) ^w-ra^k^^^Mit-t-^xm 
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^ (XXV I) ^WT5it:^^fei:S^^?$ii:§-i:{:li'5^Tt?i^, ttattHtIteF& 

f^G2xu\t. -^^ (XX 1 1 1) ^^■r^it^m^mm-r^xux-h^. it 

-^m (XXVI I) ^itTn-rsr^jci'otTtjnSo 2f5:S)^?{±, ^«i^7cSf£:XJi 

^G3xsf*. -^^ (XX I X) ^^-t^WL^m-^mm-hiMxM . -ft^ 

#) (XXI I I) (d Meerwein Arylation KfC^^^T 9 ^ 1 1- i 9 > ^fiK^fuSo 
Meerwein Arylation ^J^At. #^BH 55-22657 ^<2^^ (U S P 4 2 5 8 1 
10 9 3) StJ^S.Oae h(DlJ& [Bull. Chem. Soc. Jpn. . 53, 1065 (1980)^o] {-12 

mG4lStt, it^m (XXX) $:^it-r5Xg-efc<9. -fL-^*^ (XXIX) t 
(XXI) ^W-r-5{b'^i|^t&Kf&$-fr^-«ti-J:'?^T:bix5o 

^f^^mm^^. m.m(D^^T. -i^^ (xx i x) ^^-r^^b-a-tJ-^-^^ (xx 

mG5xm(i. ib^^l^ (XXXI) ^mmir^xUVhV . i^m^inf^^s/i^^^^ 

mG6TM\t. WL^rn (XXX 1 1) ^m^m.-t^TMxh'o. it^^ (xx i x) 

^b-a-i^ (XX I X) t^^^^y^r t^m^^^^fz:^. mii^^mir^^i^^\t. 

25 Bg55-2265 7 ^<^m (USP4258193) ^CI^^$i^fc:^^fetc5pCT^T 
I^G 7XS(-43lt5s G" (^S(D^lllcfcit^:!}^>'i'^>'VSX»i:^/^^>v^>'^S<7) 
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Si^^i^T^. (XXX I) ikn (xxx 1 1 d \ti^mzM 

10 tf^V%^o 
(Hfe) 

nmt. it^m (XVI) «rMiti-5:^jfet?*)6o 




r3 (XVI) 

15 ±E^^^ R^7bmR\ X\ Y. Z. D, B o cRl^nitm^LtihOt 

maixmn. (xxxvn ^mm-r^xux-hr). ^m^^m^. m 

So#^ET. (xxx I V) (XXXV) ^^-ra 

20 n?)o 



wo 00/61582 



PCT/JPOO/02217 



198 



mH2Xig{i. it^i^ (XVI) ^mm-r^jLU-chy). it^m (xxxvn 

K]^?i^Tm> *Sf£:<^@6lJ<t^^ (XV I) (t^fttct^oT, Rl^^^-a-i^^d^ 

imit. it^m (XXXV) Mit-ts:^?fe'Cfe5o 

D^Z-^NHa D^Z'^N-Boc r6_d Q-^Z-^N-Boc 

IH 

(XXXVII) (XXXIV) 

(XXXVIII) (XXXV) 

, W.I iTM.\t. -^^ (XXXVI 1 1) ^^r^it^m^m^'r^iLn.xM . 

(XXXV I I) ^^'r^\\:'^m(Dr%/m^y.--:fV^'yloA^its=^;vm-Q 

■B^Jx.lf. T.W.Green, (Protective Groups in Organic Synthesis) , John Wiley 
20 & Sons; J. F. W. Mcomie. (Protective Groups in Organic Synthesis) , Plenum Press 

2XSiis \\:^^ (XXXV) ^m^-t^TMxh^. ^m'^m^^. 

(^#^T. it'^m (XXXVI I I) ^—m.^ (XXXIX) ^^-t^it^mtBL 
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So 

SJSils^Tm. *Sf&<75g6<j^k^ife (XXXV) {i^i£«oT. 

mit^^(D'^mmmi^mm^tix\^^^^ii^^m-M.m'k^. ^ ^-^ v^^y-c-^it^ 

20 jmt. it^^ (XL VI (XXXVI) (D 9 "^X a d^j^j/V/rCn/WS-e 
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^^N02 StepJl 



"^^s Step J2 

2'"N-Boc "6 



(XXXV) 




OMe (XLI) 

OMe (XL) 

^N03 StepJ3 ^ NO. 

HY-^Z-^N-Bcx. ^ R'^(CH^n-Y-UJk^_3^ 

R« O R' 

R2__ll_(CH2)n-Halo (XLIV) 

(XLII) 

(XLIll) 




(XLV) 

5 ixgf^:. (XLI) ^l^iti-^xmTfc'9> ^f&tt^ii'^. ^SS"^ 

#ffiT. (XL) (XXXV) ^^1r^it^<^t^ 

2xiiti. {b^i^ (XLI I) ^mm-r^xu'ch'o. it^m {xld (d 



wo 00/61582 



PCT/JPOO/02217 



201 

h (CAN). 2, 3-i^.i^no-5, 6 -v^i^T/ - p W'^^^ > (DDQ) 
10 >55fflVNP>HSo 

v';^^1^>(7)J; V^?^^;v-tsfi^J^T ^ Y\ iy ;^=f-f\^T± VT ^ 

20 ht^X'^^o 

25 m J 3 TM\t. -IS^ (X L I V) ^gijti-^xmx'fc . ^fSti^i^^". ^£ 

-iix^ (XL I I) ^^-r^i\:^m^-m.^ (XL I I I) ^^-r^it 

5o 



wo 00/61582 



PCT/JPOO/02217 



202 



mj 4xmfi. -^^ (xLv I) ^m^mm^p. 

(D^tET. (XL I V) ^^-r^it^m^-^^ (XLV) ^^-t^it^^ 

i:Kf^?^-^tSr.tlwJ:•9^Tbn, *:XS(*i|#MBS 60-51189 ^r<i^:m^Un^tltz^ 

5 ' ^Jt4^J'^. :^R!Z-<D^mt^'^ (XLV I) ii^rfelC'fiEoT. Rlt^U^'^^^'h 



Kfefi. it^ti (X L V I I 1 ; it^^ o-hXfAI^^RXI:^/^^^^^^ (> 
15 CO) xh^w^m^itto) ^iJiti-sS"Jji-a'fife:^?feTfe5o 



20 <D^|^t^f-S$:7Fi"= 

^Kix^ii. -m^ (XLV III) ^iiiti-^xmT-fe^. ^m\^m%^. 



(Km) 




step K1 



O p<LVII) 




pa.viii) 
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^fZ^m'^. :^5.^^<onmt'^m (xlv i i d ci^feict^ox. sf£:}i^i^ 

15 

20 TRef.Ex.J \t.^nm^^Mf\^7fi\^s rt-BuJ ^^t-7'5^/^£^^ TPhJ It^^i^^/W 
SSr^tL^'H^t. -fb-^it^f^Pt- ^HCIJ THCl saltj th^<^\'t^^{t't 

^(Dm.m.m.xh^zt^Tr-'ro t.tz. p'^/vs{c:}3v>t« rcH,j ^wis&tTv^^ 
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I 
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Ref.Ex.25 
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5_ {4_ [6- (6-t: Kn^'>-2, 5. 7. 8 -T K ^ ^/^^ a 2 

7-r-/!Ji;^^^-2, 4->^::j-> -i^g^i^ (l^ij^fb^ ^felN o . 2-1) 
N- {2- [4- (2, 4-i;^:*-^y^T>^y v»-5-^/V'^^>'^) 7^/^ 
S/Tir^/VT^ y] -5- (6-^ h=^v^p« h^i^-2, 5, 7, 

aij^^X/V- (#%«^!l3(D{t^4^) 0. 7 0 g(C4m^:S@!-':^:^^-9-^l 5m 1 Ir^P 

e>tifcM«^^7^/^^^o^, T^H^B^b-r^t. i!fe.#a 6 o^c-1 6 2"C^Wi-^ 

g &^it^m 0 . 3 2 g ^J^t !bti./Co 

mmm2 

3_ {4_ [6- (6-t Kndr:X-2, 5,7, 8 — r h 7 7« ^/^^ a 2 

7^:=i/V} -2- (2, 2, 2 - h ^ ^/l-^n^x hdf i^) t';^->'i^^ ^/^^i;^ 
(f'J^^b-a-tiN o . 7-34) 
N_ {2 - [4- [2- (2, 2, 2 - hy7/U;^nz3i h^fv-) -2-^ 
j^?/^;??^/^^^/^] y^y^i^T±i-J^r^/l - 5- (6-P« f^^^^ h=3ri/- 
2^ 5^ 7^ 8 --r h7 7'^>'^:J' 2 -^/I^P' ^'^l 
^y^;!7;w< ^ t --:f^)V^7.^}\' 6 (Dit^^m) 1 • 0 g . 4 M^Jt^ 

-1, 4-v?;r^1^>'l Om 1 *3j;t;«l, 4->':r=3pi^>'l Om 1 ^ffiV^, ^SfefiBJ 

j.^^37^_ (g^^-^/V: n— ^i^>= 1 : 1) Idf+t. R f <fi=0. 2 8 (V 
y :<7>r;l'|i^^ n-v' h^'^^^-- : n-^^-9-> : i^®!^7^/H : 1) ^rW'f 5 S 
6<3^l:^i^ 0 . 7 2 g fjmhinti, 

mmm3 
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3_ (4 - [6- (6-t: Kn:3r->-2. 5. 7, 8 -X h 7 ^ ^/^-^ p-^^- 2 

37 .^^yy) -2- (2. 2. 2- h y 7/U;j-nji hdrV) b'^d-^j^ (giJ^i^ib^ 
i^No. 4-7) 

5 3_ {4_ [6- (6-t Fa3rv^-2, 5, 7, 8 -X h 7 ^ ^/^^ i^-^^- 

2-xf b^v^) - 1 -7^5^ /I'- 1 5 ^Ty'— 2 -'f /I^P' b^ 

v'] -2- (2, 2, 2- MJ^/l'r^a-nai h^^S^v-) -Tnt:°^y^p<^ 

(^iife^!l2(7><t-g*i^) 0. 7 0 g . i^TK-r h7 t Kn 7 m 1 O^i 

-a-it^^^l^. ^STTKg^jt:';^'^^! 7k?at)0. i 3 gc7)7K^^i57m l ^^JP;i. 2B# 

iz.nmcWi^^^'^\'^^y ^- [D I OL : ^/VtJ'fi^) ; 

{d^tLnfM-r-Si^ RfiiS=0. 5 1 ("HPTLC:DI0LF254S" (MERCK) ; 

2- (4-7/U;ji-n^:^':;?/V^;j-) — 3 - {4- [6- ( 6 - t: Kp^'>— 2 . 5. 
7, 8 -X h^^^/U^ P-^>- 2 -^/U^ - 1 1 H-^W 

20 o. 7-54) 

N- {2- [4- [2- (4 -7/W:rn'<:^v^/Vf-:t) -2-;?« yisi:'y')o )\/if^z:. 
jv^L^iv^ y :^;^'^:^=^jv-h)V'^^^}vr ^ J'l -5- (6-p< Y^-yi- Y^^y- 
2, 5, 7, 8-X h^Tt^^/l':^ t3^>- 2 — T/^p'h^v') N-p« 
f-;W;(7;W<5 t ~^=f')V:s.7.'ff^ (#%f'J 1 1 (Dit'k^) 0 . 6 7 g . 1 , 4 

yJ^^^n-^V^yy^- (g^^^^^> : n-^^1^>'=l : 1. 2:1. 3:1) 
{dfti-i:. R f = 0. 3 2 (g^^ir^/V: =35^1^>=1 : l) ^rWi-^Hfe?* 



wo 00/61582 



220 



PCT/JPOO/02217 



^(D @ mt^^ 0 . 1 8 g bHfCo 

mmi 5 

2- (4-7/l^;a-n^^v^;V^:e-) —3 - (4- [6- ( 6-t Kn=^V-2, 5. 
-2 7) 

2_ (4-:7/U;e-n^>'v^/^^:^) —3 - {4 - [6 - (6-t Fu:3ri/-2, 

(T^-fb-a^i^) 0. 15g> 1, 4-i^:t^^'^2m\RXIim.^A<-mit-rhV'yj^7i<^ 
mm2. 6ml ^m^\ ll»J3{Cfpi:TR^&%tTo/c, SfC?^-a^^J;'9^^i±T-C 

K 3:2. 11:7) {ClMLfCo ^» J: ^ t^ET-^^«^^?^^ t . tfftiiLfc«) 

*^^i3xi-5i.iS!ii,'^.9 7-1 0 ox:^^-t^n^nm<Dnm\:^<^4 smgtm 

2- [tf^ (4 -7/U:^P 73:^/1^) p< h:3r->] - 3-{4-[6- (6-tKP 

^i/-2. 5. 7. 8— r K7P<^/i^^p-e:^-2-^>> wp< h=^v) -1-;^^^^^ 

(^']^{[^^t)No. 7-5 7) 

N- {2- [4- [2- [t';^ (4 -7/l':^P 7^^/^) ;^ h^^v'] - 2 - h 

.>_2, 5, 7, 8-7^b7P'f->'^^0"=5'^-2--f/l';^ 7=^— -"^^ ~N 

-^7^/l';t7/W<5>^t -y^/l' (#%0>J 3 3 (Z){h:^tl) 0. 9 8g. 1, 4-^^ 
;^:^1^V1 5ml RXfA^mmmi, 4 -'J^^^:y^m5 m I ^fflV^T^^S^n 
lc:2pCTSJc?RWg^S=S:m\ RffiS=0. 15 (v-y ^'^^v^S^ p-v 
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2 3 g/5S#btT?^c= 

2- [b^;^ (4-7/V-^n7:c::z7>) h:irv-l -3- { 4- fe- (6-t Kp 
:3r->-2, 5, 7. 8-7" i-7^^/l^^a^>-2-^/^^ h^V) -1 -^^^^^ 

^K-^ifelNo. 7-2) 

2- [t'>^ (4-7/l-:^n73i=^/l') ^ h^^f^V] - 3- {4 - [6- (6-tK 
n^v'-2, 5. 7, 8 -T h^T^^^/l'^ n-^^-- 2-^/V7« - 1 

(^WJ6(Z)fh:'a-!^) 0. 2 1 g. TKiliblJ^lJ^-t. • iTKfPtlO. 0 3 4 g.^ 
©7K2m 1 S.t)«X h^t Kn77^2m 1 $:ffiV^T^^SF!l 3 C-CS:fSS.tJ«^ 
^S^tf o fctl. ISfl^^ p-7bi^'7:7^- ("LiChroprepDIOL" (MERCK t±, 
;^), g^^cn^/V: n-^=5ri^i^=2 : l) (Clf^t. n -^^f" 

vmi'y^ )^^^^f^^-'r;i^^m\'^XWi^^-r^t.m.M.\ i e-C-i 2 6t:^ 

^Sfe^iJ 8 

3 - (4 - C6- (6-t: Kp^->-2. 5. 7, 8-T h ^ 7^ ^/L^^ p ^- 2 

^^-^V} _2-73i:^yV^:t7'nt^;^>-^:it^^/l^(^'j7i^-fb^'^No. 7-10 6) 
N_ {2 - [4- (2-31 h:3f^^/V7}f::^yV- 2-7 a^^/V^:^^!^;^) y J 
^^{-v'Tirf^/l'T^: y] - 5 - (6-^ K=Jr'>7« h=^v— 2, 5, 7, 8-Th^^ 
n^>-2-'l'/>7f h^v-) 7:e^7W -N-7« ^/l^^/W-^^: t -y'^ 
(#%«^!l 1 6 (Dik^!^) 0. 7 3 g. ^^/-/H m I &I/4^^:S^1 , 4- 
v^;r=Jri^>^l^5m 1 ^fflV>-C^iiS^J 1 {cSpCTSfSSTO^taS^S:m\ R f 1iS= 
0. 3 6 (ixy bi5'*^7-r-. i^^^^/l' : n— ^^•^^^= 1 : 

1) ^Wi-5efe:^?7:^t>j«7)g6<)^k-g-Jfe»0. 4 8 g;55#ibnfc= 
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3_ (4 - [6- (6-1: Kp^V- 2. 5. 7. 8 -t" h 7 p< P^y- 2 

5 3_{4_[6_(6-t 5, 7. 8-7^ h 7 ^ ^^I'iJ' P■7>- 

2_^;^;/ b^V) - 1 -^^/b- 1 H—^y:/^ 5:yy'-/V'-2-^ /l^pJ ^=5? 

7^::^/^} - 2-7ain;V^:*-7°u (^Jgl?'] 8 cDifc-g^t)) 0. 

4 6 g, TKSl^by^'i'-^ • l7KfP#?0. 1 2 g. aig7K4m U "T b^t Kn77 
i^5m 1 RU^N, N-v^pf^/^J^/^-t.T? K3m 1 $^fflV^T^^S0'J 3 {Cp 

10 Rmk^M^n^tim. m.^C^'^-^y^yy^- r UChroprepDIOL" (MERCKli. 
MimWm). i^^^^/V : n— =^1^>-=2 : 1) J^ftt, ^§ibn:^c;tf7^tfe04 
fi^i^O. 2 5 g^v'^^/^^— t'-'H Om 1 |:i^^?L4^^il:^l , 4-v?^=Jfif 

6t;~i 2 4*0 (©c^b^J ^^-rsfLefe^T^t^cogS^Kk^i^o. i 7 gds#btu 

15 fco 

lliiS0»J 10 

2-t: Kp=^v^- 3 - f4 - [6- ( 6 - 1: Kp ^->- 2 . 5. 7. 8-7^ 
^/U^ P -7 V- 2 /V^ - 1 -7t ^/U- 1 H-^^^:/^ ^ 2 

H^-y] yp (^iJjfi^b-^^N o . 7-8 3) 

20 N_ {2 - [-4- (2 - t Kp=^v^- 2 h^v':^/^>J^"=/^^^/W y J ^ 

i/T-fe^/VT^y] -5- (6-p< h^->^ h^v'-2, 5, 7, 8-xh7^5^ 

m^mi 5<Dit'k<^) 0. 7 g. 3i^/-/V2m 1 S.t/4^^^^1, 4-v?:^ 

^if>^?^5m 1 ^fflv^T^lt0*Jl^-*l:TE)^^:s:mt$o^s^^TV\ r f iit=o. 
mm\ 1 1 

2-bKP^->-3 - {4 - [6 - (6-t:KP=^->-2. 5, 7, 8-xh7^ 
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mm 

2-t Kn:3fv'-3- {4- [6- (6-1:: 5, 7, 8-xK7 

5 ^=^JU^ u-^y- 2 -^/Vpi h^i/) - 1 -p^^/i^- 1 H— ^^-/^ ^ ^-/—i^- 
2-^;Up{ hdj^v-] :7ai:^>'U} T'nt':^^^^^/^ (^»J 1 OO^fc^tl) 0. 4 
g. TKIt-fk y ^ 'J' A • 1 TKfPi^O. 1 2 g , SKIi7K4 m 1 StJ«N, N-i^;^^/^?}^ 

5|54^<^tefi)ci^ 0 . 14g^l, 4-v^";rdri^>5m 1 {C»L. 4^^^ill , 
10 4— >^^=3ri^v^?K5m 1 Sr^taT^Dx 3 0 ^j^Fcm^ t^c, ^^j<Sr®* Utbt^]^ 

fe*&*t>to @ fi^^b^i^ 0 . 1 3 g m% ^nfco 

^SS^F'J 1 2 

2-31 j.drv— 3- (4 - C6- (6-b Kp^->-2. 5. 7. ^-'rVyi^f- 
15 /U:{^n'7y- 2-^/V;?^ h^^eV) - 1 -p^^/V- 1 ^ ^V—JV- 2 - 

^/vpt f^v] -fn\f^ym.^=^f^ (l^ij^ib-^I^No. 7-8 5) 

N- {2 - [4- (2 h=^i>- 2 h^->;<7/l'/i^"^/^^^/l') ^i/^v' 
Tir^/l'T^ /] - 5- (6-^ h^v'- 2, 5, 7, 8 -7^ h 7 ;?« f-/^ 

20 2 3 CD jb-g-tl) 0. 6 5 g. 3:^/-;V2m 1 Rt/4^^:teg?l, 4-v^:^^ 

•m&m 1 3 

25 2-J^h^iy-3- {4 - [6- (6-b: Kn^->-2. 5, 7, 8-7^ K^^^ 
/u^a-7>-2-W^/U7t y^'y) - 1 1 H-^:^/^ ^ j^/— /u- 2 - 



:iL) 
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2_ai l>drv^-3- {4- [6- (6-t Kn=^iX-2, 5, 7, 8-7^ f^P^ 

f-Zl'^ n V y- 2 /VpJ h ^ v-) - 1 - p< 1 H ^ V:/^ ^ y y^-;V_ 2 

h^JrV] 7°n t=::d->^a:^/l^O. 3 5 TK^fty^-^^A • 1 

7K?pi^0. 0 7 6 g. ^©7K5m 1 J^tJ«N, N- v?p< ^/V^-'V'AT ^ K 1 0 m 1 

("LiChroprepDIOL" (MERCK), g^if^f-/V : n-^^1^V=3 : l) \ZHL. #b 
10 -g-tlO. 1 5 gimhtlfZo 

mmn 4 

2- (4 -:7/>:jr-P^>-v?/W;e-=3r->') -3- (4- [6- (6 - b Kp=^'>- 2. 

5. 7, 8-X P-^^- 2-^/T^^ h^i^) - 1 1 H-^ 

15 ife>No. 7-40) 

{2 - [4- [2- (4-7>'V:^n^i^t;/>::a-^'>) - 2 -31 b^f v^/UJj? 
n/Prc^yV] 7^7 =iri/r-fe^/VT^ y] - 5- ( 6 b^i^P^ b=^v^- 2 , 5, 

^'ilt -yf-ZU (#%f'J2 4tD^l:^2^) 0. 6 g, 3:;J?y-/U2m 1 S.t/4M 
20 1 , 4 -yz^^arlh^^^lSS m 1 ^fflV^-C^»J 1 td* DTS/SRtJ^^^S^ 

m\ Rf{i:=o. 3 1 iiyV:^^/^MM^^-^'h^yy^—.^^^'^^^-n- 
: 1) :^^'r^mn^:^y:^'\k(D^mit^<^0. 3 5g;6q#bti^Co 

^iiSfiFy 1 5 

2- (4-7/V;rp^yv^>^>:^=^'» - 3- (4 - [6 - (6-b: Kn=^'>-2. 
25 5. 7, 8--r h^T^^^^^ P^V- 2 — f /Vp^ h ^ V) - 1 - ^/t^- 1 H-^ 

2- (4 -7/U:^n^>'i;?/l':^^v') -3- {4- [6- ( 6 - t Ki=' v'- 2 , 
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5, 7, 8 -X h7P<5^/^^ 2--f /l'^ h^v/) - 1 1 H-^ 

AfDit'^m) 0. 3 3 g. 7K^iky^!>i^ • iTKfamo. o e 3 g. ^©TKSrn 1 

RlfN, N-i^/^/l-yTsJl^M^T ^ Kl Om 1 ^m^'^XMi^MS izmZX^Jt^RXf^ 
5 mm^n^tz^iks -^W-^ ti-^ h^yy^- ("LiChroprepDIOL" (MERCK 

~i 2 0°C imtM.) ^,^-r^!iflB^m^^(onm[:^<^o. i e g^^#bi^fco 
10 HJS^'J 1 6 

2-3i^/l^'^;j--3- (4- [6- (e-t Kp=^'>-2. 5. 7, 8-xh7^ 

-•Y/I^^ 7°n imyFit-^^N o . 7-44) 

N- [2-T^y-5- (6-^ h^Sri/pi 5, 7, S-xh^;-*^ 

15 /V^ n-e:/- 2-^/>^ h^'» ^ar^/V] -N-7«^/V;^>'W<^ t -"l/^/V 
{^^m2(D\t^m) 1. 4 5g. 3- (4 -:^7/V7j<^v';^ h=^v'7^=>'l') -2 
t";^-^'^^ ^/l^ (#%FiJ 3 5 (Dit^m) 0 . 8 6 g . MtK ^ 
^/vr^VO. 3 5 g, v'Ty y ^i^v^^T-/WO. 5 7 gS.U^M7K7^ h^t Kn^ 

yvzom \ ^fflv^,#%^J3^riiCTSfc?s.t;^^^3^s^^TV^#bnfcm^fi^i^% 

20 pJ^y-/U3 Om 1 lc:^fi?L, 4^^it^l, 4 - v':^^1^V^M3 0 m 1 ^^tfi 

g^gjjc^yv : n-^=35^1^>'= 2 : l) iCftt. R f <ii= 0 . 4 7 y ;^7>J^/l'iE^ 
25 ^^-^ h^yy^-. i^^^^/v : n-'^^1^:/= 2:1) ^W-t5*Sfe:^7;^4^t 
o @ ^^it-^m 0 . 5 3 g i'^nhfy^tio 
mmm 1 7 

2-Ji^yU^::^-3- {4- re- (6-t Ka^->-2. 5. 7. 8--rh7P^ 
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2-^^;Uf-;d— 3- {4- [6- (6-t Kn;3fix-2, 5, 7, 8--rh7 

2 g, 7K^<t:y^!j7ix . 1 TKfOi^O. 1 0 6 g. ^®7K2m 1 S.tJ«N, N-i^P<^ 
/l.7}^;WAT^ Kl Om 1 %ffiV^T^W] 3 iCipCTSfC^iRtJ^'^a^tTofcm. igfr 
t@^57^IXfiiii»^ n-^ (ODS. TirK- h y/l^ : 7K=2 : l) 

MMM 1 8 

3 - {4 - [6 - (6-1:: Kp^V-2. 5. 7. 8 f 7 ^ ^/l^^ n V- 2 
15 -^/l'^ - 1 H-^yyy ^^y-^l^-2->l'/Wpt h^v-] 

-2 - (4 T'p (g'lJ^'ft^-^i^N o . 

7-119) 

N- {2 - [4- (2- [4-=^h^y:^y^i^] - 2-^ 

:7:i:/dc-v/T-t^/^T5:/] -5- ( 6 - 7^ h^v-pi hdri/-2, 5, 7, 
20 8-x K^^^/l^^ 2 — f/V^ h^v^) ^ai^/l'} 

^^t (#%0«J3 OtT^^k-a-W 2. 6 4g, 1, 4-t^:^^f->2 5m 1. 
:RU^'4^^1t^l , 4-i^^^^ymm2 5m 1 ^ffl^^T^JiS^J 1 i-^CTSfC^S. 
U^^^iaS^Srmv Rf<i=0. 19 (i^U ;^7>5?*;i'^®i^D-r h^^7>r-. g^^^ 

^/I'ln .:35^if>=l : 1) ^^-r ^n^:fJ "7:^^(0 nmt'^<^ I • 5 8 g 

25 Pjtli^ro 

HiSt^'l 1 9 

3 - (4 - [6- (6-t: Ka=^'>-2. 5. 7, 8--r h 7 ^ ^>^^:?^ a 2 
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9) 

3_ {4_ [6- (6-t Kn=Jfi/-2, 5, 7, 8 -T h 7 p« ^/l^^ n ■7:/- 
2_.f/^p( h^i^) - 1 -^^/V-l H-^y'/-r ^^'/-/l— 2-'l'/^^ 
5 y=c=^;u) -2- ( 4 h n 7 3: / =3^ v) f;^-:/®^:^!^/!^ (^iSfi^'J 1 8 

(Dit^^) 1 . 5 5 g . TK^^t: V^'PJ^ • 1 TKfP!^ 0 . 2 7 g . ^^tK 2 5 m 1 S. 
TJ^x h7 t Kn77i^2 5 m 1 :S^ffl^/^TSWJ 3 iclf UTSfS^S-t/m^iaS^rfTo 
fc^s ;i!77A^n-rh^7 7-r- (" LiChroprepDIOL" (MERCK 1^ 
^ni^/V: n— ^1f:/=4 : l) (CftL. gll,^. 1 3 5'C]J/.± (DcM) ^W-fS 

10 ^fe;^f7;^t>;co@6^{b-a'^0. 2 5 g /'J^^#bt^/i= 
^Jif 'J 2 0 

3- {4- [6- (6-t: Kp^v— 2. 5. 7. 8 -X h7 p< '^/I^^ 2 

37 3- -2- (4-^ hn^ji^/v^;^) :/p (F'i^^l^-^'felN 

15 o. 7-12 1) 

N_ {5- (6-p« S^-^-2, 5, 7, 8 -7" h 7 ^-^y- 

2_>f/V;^ h^fi/) - 2- [4 - [2- (4-=^ Sn73i^/W5^:e-) -2-.x h^f 

^ t - y^^/l^ (#%#iJ 1 7 ©-fb^tl) 1 g . ^ ^ y -/V 5 m 1 SI/ 4 ^^i^i? 
20 1 , A-'yir^^^^mm 10ml ^fflV^Tll^S^F!| 1 i:TRf£;&t)^MS^m\ 
Rfjit=0. 2 0 (i/!;;«7>7*/Vjil^5'n-7 g^^^f-/^: n-^=3ff- 

>=2 : 3) ^^■t^'^^1^y7.^(D^^{\L-^mQ. 6 g "btvfc, 
^JS^iJ 2 1 

3- (4- [6- (6-t Kp^->-2. 5. 7. 8 -T P-^^^- 2 

25 - 1 -^^yu- 1 H-^:x'/^ ^ yy— ;v- 2-^/V^ h=^->] 

y^^M -2- (4-^ 7°P t:°:j-V§5 ♦ ^jg^ 

No. 7-11 (7)j^^:^) 

3 - {4 - [6- (6-t Kp^v'-2, 5, 7. 8-7" h 7 ^ n 
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i/] ^rc^/U} -2 - (4 hn7ac::i/W^:^) 7"d b:':^:/^:i:f->'l' (^JS^iJ 2 
0(D{k:^#j) 0. 5 8 g. TKmtV^'y-l^ ■ iTlcfPi^O. 1 1 ^®7K8m 1 Ik 
X^N, N-v^p<^^^'1-^^^i=^T^ Kl 5ml ^ffll^T^^S^'J 3 CTSfL^jg:!/^^ 
5 3l^^Tofcft^ ?Ki*:^'n-r h^y^^- (" LiChroprepDIOL" (MERCK 

n— ^^i^-^=l 0 : l) (w#t. ^Jbt<^^fife4^ 

10 :bt(^g61j|t:'^2|^0. 3 S-g/jS^fsHfCo 
«^'J 2 2 

3 - (4 - [6- (6 -t: Kn^'>- 2. 5, 7, 8 -X K ^ ^7^^ n 2 

7:3^^/1^} -2-ys./^uytt\i':^ylSk::^^;V (fijjjtfb-^tlN o . 7-9 2) 
^5 N- {2 - [4 - (2-:n hdri/;^;/!^?!?::!/^- 2-731 /^v^^^/W ^^y^Jf 

v^Tir^y^T^y] -5- h^rv-p^ 5, 7, 8-xK^y^ 

2 9 (Dfb^W 0. 5 8 g. ^^/-/VSm 1 2§^tJ?4^^tt^l, 4-->' 

0ml ^m^^xmmmn^m\:^xEJt^RxfmfisM^n^\ r f fii= 

2) ^W-r'5&fe;5/7;^ftog6t){l:^^o. 3 9 g/J^#bi^fclo 

mmm 2 3 

3- {4- [6- (6-t: Ko^->-2. 5. 7. 8 — f 7^ p-^^:^- 2 
25 :7 3.=i/U} -2-7j:y:ar'>7°Pt:°;d-V^':^@|:^ (^'J^^bj-^I^N o . 4-1 0(D 

mmm 

3-{4-[6-(6-tKD'^r:/-2, 5, 7, 8 hy °'^>'- 
2-y( iVii h^rv-) - 1 1 H-^^-'/^T 5; y /V- 2 
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3 7 g, im.\'C')=S-^J>^ ' 1 TKfni^O. 0 7 6 g. ^|g7K5m 1 S-ti^N, N-v?p^ 
f-/V;js/>i»T^ Kl Om 1 ^fflv^TllM 3 {ctpCTSfC?RI>*m$3!S«:^To/c^. 
n -r h :7 ^ — (" LiChroprepDIOL" (MERCK ^^^tl) > I^^^^/I^ : 
5 n-^=5fif>=3 : l) {C-f^-t. \^hi\^fz1iy 7.^(n>'^m>i^ ^"^^W^^ . 4- 

^jt^T h7 t Kn:77 V5m 1 |c:^ft?L, 'J^^)Va:.-T)\^2 5 0ml 'f'lCltt^ 

L/^/j^'fjMTt/co M{^2 ^'^fm.m\^. ^x.fd^^m^m^-t^hm^^^ 2 8°c 

10 

2- (4 -'>Ty 7:i:/:3r'» -3" {4- [6- (6-1: Kp^v'-2, 5. 7. 
8 -7- hTP^^/^^ n-x->- 2 -^;l^y - 1 -p^^/i— 1 H-^V'/^ ^ 

7-12 2) 

N- {2- [4- [2- (4-VT/7iy^->') - 2 b ^ v'*/l^^'=>'V^ 
^71-] :7::.y drv-r-tr^/l'r S: /] -5 - (6-y h^i>y h^'>-2, 5, 7, 

vmt-y'^jV mnmi 8(0^1-^^) O. 5 7g, l, 4-i/:^^1f:^3mlJ^ 
■U«4^^1gi^l, 4-v?;*-=3ff-i^^^g3m 1 ^ffiV^T^^£^F!l 1 iJl^PCT^fSRU^m 
^S^tTV\ R f jit=0. 3 8 ("HPTLC NH, F^s.^" (MERCK), f^^oi^/V ; n 

=3r1r:/=3 : 2) ^^•t^^^:^VP^^(O^&Jit^m0. 27 gtm^tlfzo 

mmm 2 5 

2- (4--yT/7ay:3p-^) -3- {4- [6- (e-t Kndri/-2, 5. 7. 

25 2 h^->] 7^^/!^} T'P 1:°;^:^^ • (f'l^^l::^^N o . 

7-12 g>tgL@g:^) 

2- (4-i/Ty 73iydpi/) -3- {4- [6- (6-k Kp^->-2, 5, 
7, 8— r h7P«7^/V^' a-v^'- 2 — r>'V7« - i i h-^^/^ 



15 



20 
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fk-^ife) 0. 4 8 g. TK^iby ^C^i^ • 1 7K¥Pi^0. 0 9 g, ^@7K5m 1 RU«N, 
N-v=p^^/^;3^/^i»T5 Ki oml ?^fflv^TllWJ 3 (l^P CTS/^^&W^^SSr 
ff^tz'ik. 'mWi:^ hV'yy (" LiChroprepDIOL" (MERCK M^tl). 

ib?gTtfco 55^1 b'j^mmwL. ±zfzmiiim^m.^ir^ tm.'^^i 4 2°c~i 4 

10 ^JiH^j2 6 

3_ 14- [6- (6-t: Kn3rv--2. 5. 7, 8 -7^ h 7 / '^/^^ ^^y- 2 
o. 7-12 7) 

15 {2- [4- [2-31 h^i/:!57/W;i<^/V- 2- (4-;?t^>'V73i:^>'V^:i-) 

^^/V] 7 ^i/T-fe^/VT 5: y] -5- {6-^ h^iy^ ^^^^—2, 5, 7, 

t -T'^/l' (#%fiFiJl SOfk-^tl) 0. 9 2 g. :ii^/-/^4m 1 &U«4^^ 
4— Oml ^fflV^T^lliS0iJ 1 {-'ipCTSJ^JXtJ^m^QiS^ 
20 tTV\ R f {il=0. 3 1 ("HPTLC NH, F^j^s" (MERCK) > g^i^^f-/^ : rx-^^'^V 
= 1 : 1) ^WT5efe:«'7;^^^c0S6^<k:^'^0. 5 7 g/j>#bnfCo 
^Jfe^J 2 7 

2- (4-;>t^;l^7 3:r^7V'^::j-) -3- (4- [6- (6-t: Ko^->-2. 5. 

7, 8-7^ Y=7 i^^JV^ '^'7V-2-'< i^yj- -1 1 W-^y^/ 

25 ^ 2-^/1-^^ h^'>] 73o:::i/l^) "T'p b':^>g$ • j^^:^ (^']:T^{b#^ 

No. 7-17) 

3_ (4_ [6- (6-t Kndrv-.2, 5, 7, 8 — T h 7 ;^ ^/V'^ n-^ V- 
2-^;l.;^ hdri/) - 1 1 H-'<W^ ^ /U- 2 ->r /I'P* 
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6 0^1:^2^)0. 5 5 g, TKi^fkDf^'J'A • iTKfnJ^o. i gs ^i?7K5m i fi.t/ 

N, N-i^^^/l'^t/Vi^T^ Kl Om 1 ^m^^X%%¥iZ\Z.%X.X^^'BiSJWm. 
^trofc^. (" LiChroprepDIOL" (MERCK ft. l&^i^^). 

5 g^g^oLf^/V: n— ^=3{^1^>'=2 : 1) {Cf^L. # ib tlfc:^' 7 Ti^co^figtlO . 3 g 

>5m 1 \zm^\^. iya:.^;VaL—^7V2 0 Om 1 1^ [^}tf# L^c^^i^ brST t/Cc M5C 

3 o^^^Fp^mi^t. ^cfr^aiii^^aisii-^ist,^.! i s'c-i 2 2t: (iJciL-^j ^ 
10 w-r-5£^efe*&*4^<^B6<3ft:'a'i^o. 2 6g;55#(bn^-, 

^iS^?'] 2 8 

2- (4-^nn73i:^/l^'9=-:^) -3- {4- [6- (6-1: Kp=¥V-2, 5, 

15 o. 7-130) 

N- {2 - [4- [2- (4 -:J' n n ^ai^^/V^^-:^) - 2 /V' 
31^/1.] ^a^y^i/Tir^/l'T^y] -5- h=JrVp« h^v^-2, 5, 7, 

8— r n-r:^— 2— y :i^=^f^] -N-p«^/W:*>'W^^ 

t -y^^yV (##0ij2 0(D{k^i^) 0. 7 5 g , / — />4 m 1 3^tJ«4 
20 i^^l , 4 -v?:?}-^th>^^^l Om 1 $:fflV>T^W!l 1 {-^pCTSfCi^ROTtoa^S: 
tfV\ R f jll=0. 3 3 ("HPTLC NE, F25,s" (MERCK), i^^^^/l- : n-^^if:/ 
= 1 : 1) ^m-r^n^-»y7.i;^(OB^it^mQ. 5 1g;i5#bHfCo 
IISI«F.J2 9 ■ 

2- (4-^PP73in;V^:j-) -3 - (4 - [6 - (6-b:Kndr>>-2, 5, 
25 7, 8-7^ P-^:^- 2--Y/l^^ -1 - ^/V- i H-^^V 



No. 7-20 (Dig^i^) 

2- (4 -ti' an^ari/U'^jr) -3- {4- [6- (6-t Kndri/-2, 5, 
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7, 8 -T hy>^7-/^^ P-x'^- 2-^ /^^ h=^V) - 1 -p'^/l^- 1 H-^yy" 

fk^tJ) 0. 4 9 g, TKi^^ty ^'i7i^ • iTK^tlO. 0 9 g. ^liTKSm 1 Z^TJ«N, 

^ Kl Om 1 ^m^^Xm^MSKmCXRft^RXftkfldM^ 
5 frofc^. n-r (" LiChroprepDIOL" (MERCK Mi^MU) . 

^m^^^^: n—^^^>=2 : l) izHL. nhnti:tf^ :^^(D±^mO . 2 3 
g^Tl. 4-vf:d-^1^->5m MC^«?L, 4 1 , 4 - v?::r^1^>'^-/S2 m 

1^>5m 1 \Z.mML. i/:j^=r/l^^-7'/l^2 0 0ml }-fg}^4J t?'^;^^ b?iST t/io H 

10 {zso's^mmwL. ^ztzmtam^MM-r^trnM.! 2o'=c~i 2 4°c mtM.) 

MMM 3 0 

2- (4 - t - 3- {4 - [6- (e-t Kn^v'- 2, 

5. 7. 8— r h7;^^/l^^P^^-2 — f h^v-) - 1 1 H-^ 

i^No. 7-13 3) 

N- {2 - [4- [2- (4 - t -:/5^>'l':73i::^7U^::r) - 2 h ^ v'::^7/l'7}? 

:3ei/T-fe^/WT^ y] - 5- (6-^ h^i/^ h=Jfi/-2, 5, 
7, 8--r h7^f^/l'^a-^>-2— h^i/) 7^— /V} -N-;?'^/l':«;/V 
20 y<%:^mt-Zf7-/l^ {0^m2 1(Dit'k<^) 0. 7 5 g. — ;>8m 1 S.tJ«4 

, 4 -v^:t^1^V^Hg8m 1 ^fflV^T^^SFlJ 1 d'ip CTSfcT^S-I^^lt^S 
^tT(/\ Rf<iS=0. 4 2 ("HPTLC NH^ F^^" (MERCK). g^^=^;^ : n 
>'=! : 1) ^^■r^B^:0y:^iiK(Dnm\:'^mo. 5 5 g;!)5^btb/c:o 
llli£^3 1 

25 2- (4 - t -y^/V:7n.r^>>V^:^) - 3- {4 - [6- (6-t: Kn^'>-2, 
5. 7, 8-7^ h7^'^^'.^^P-^>-2-^/l^p< K=^ix) -1 1 H-^ 



^^No. 7-2 3(^:^^it) 
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2- (4- t-y^^>'V73^=-/^f":r) -3 - {4 - [6- (6-t Kn^fv— 2, 
5, 7, 8-Thy/'^^^^°^^'^-2-^^^:^h^iy)~l-:^^^^-m-^ 
xy:/-7V-2-^ y^;^ h^'iy'] 7 = to t':^-i^^^^>'^0 . 5 3g, 

^ Ki 5ml ^fflv^T^»(l3lc-ip^:TS^r^&u^^^Q!a^^Tofcm,.^s^^^J'°^ ^ 

(» LiChroprepDIOL" (MERCK ^h. f^^^^/l' : n-^^t 

>=2:1) {3:{^L. #f3nfc:^7;^4^(^^Bfe'^5rl. 4 - v^:^^■t^^ 5 m 1 IC^ 

^fL. 4^^igi?l, 4 v=:^^^^>'^l^2m 1 %^?£T':^JOX.> 1 S^^fsl^JcEUfCo 
^^lJ^S*t#e>nfcM^l, 4~v?:^=irf-y5m 1 (d^^^L. v^ni^/bzn-r 
;V2 0 Om 1 I'd^i^L^.f/j^ejiSTtifco 5 5^Rg«#L, ^ Cfc^ffttJi^^^t 

2 4 g^mhtlfCo 

mm^ 3 2 

3_ (4 - [6 - (6-t: Kp^v^-2. 5. 7. 8 -X h 7 p^:^- 2 

-2 - (4-p< h3r'>7 3i=^/U^:r) T'p (g^^l^fb-g^'^ 
No. 7-13 6) 

N- {5- (6-p« h=3ft^-2, 5, 7, 8-7^ h7P'^>'^^5'P^>'- 

2 — (ju/ -2- [4- [2- (4-^ h^i^y:^^^^^^) -2-3^h 

^ t (#%^'J 2 2 (Dit-^m) 0 . 7 g . y -yl. 8 m 1 S.t/4 ^ 

R f jS=0. 2 6 ("HPTLC NH^ F^^s" (MERCK). HPi^^^/^ : n-'^^f":/ 

= 1:1) ^^ir^^^:^y:^Wn&^it'tmo^ 5 g/jS#P>nfcio 

^Ji£«?'j 3 3 

3_ {4 - [6- (6-t Kn^i^-2, 5, 7, 8-x u-7y-2 
-^/i-y^ V^iy^) - 1 1 H— <y'/-r ^^:/-/^-2 — T/i^^^ h^i^l 

- 2- (4-^ h:3{^v'7i=/l'7^;^-) rn t'3i->'^ • ife^M (^'j^ffc^ 



wo 00/61582 



PCT/JPOO/02217 



234 



3- {4- [6- (6-t 5, 7, 8 -"r hv ^^'f'/^^ ^-^y- 

2-^;!^/ h^i^) - 1 -^^/V- 1 H-^vy^r ^ y^/— /V- 2 — {/\^/ 

-2- (4-^ h ^ ^7 =^ ^ -fl^^ T'n t'^V^^^/l' (^JSfi] 
5 3 2 (Dfb^tJ) 0 . 4 8 g . TKie^ty^'i^i^ • 1 7K?Pi^0. 1 g , ^I^tK 5 m 1 ^ 

m^n^fzt^. 'i^^^ ^-^ h^yy ^- (" LiChroprepDIOl" (MERCK ^^fS 
tl). i^i^^f^/l^ : n-^=¥i^y=2 : l) izHL. ^hf^fzIS y 
1, 4-v?^=5f1)->5m 1 {d^j?? L. 4^^^!, 4 - v^:r=3f ih:/^'^ 2 m 1 ^ 

5m 1 {^^^U> v^Ji^/i^oi— r;V2 0 Om 1 't'l^ltii^l^ t?'^;i^ b?®TL;^ro lEt- 1 
5^^FbW#L, ^Cfct>Tl±}^^?t5ii-^il4^a 2 2°C~1 2 5°C (SJc^L-^J 

■r^mM.^n^^(r>^mt^mo. 2 2g;6q§bHfco 

^ife^RJ 3 4 

15 5- {4- [6- (6-t: Kn:ir'>-4 -^=^y-2. 5. 7, 8 — T h 7 f"/!^ 

/V^ h^V] 5^T'/yv^y-2, 4-v?;^> (^J^<l^-^^No. 2-2 

0) 

N- {5- (6-T-fe h^v'-4-:d-^y-2, 5, 7, 8 h 7 ^^'l^^ n 
20 -7y-2-^/l'p' h=Jr-» -2- [4- (2, 4 - v?^^ y^Ty''; v?^^- 5 

Zf^/l- i^^m4 KDit-^m) 0. 2 5 g. ^©TKSrn I S.t/4^^ig®Jl. 4- 

3 0ml o^i-a-j^^r^tfi-c 5 0 mmw: 2fcv^T' 1 f^miimmw. t 

(ODS. Tir h y : (0. 2%fi^i!+0. 2 % h y a^^/^T ^ y) tK^ 
f^=l : 1) {^ML. Rfifi=0. 3 2 ("HPTLCDIOL Fjs^s" (MERK) , g^g?3if-/V : 
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mt&m 3 5 

5- {4- [6- (6-t: Kn^'>-4-:t^y-2, 5. 7. 8-7"hyp^^/l^ 
2-20 (DM^m 

5- {4- [6- (6-t Kndr->- 4 -:t^y- 2, 5, 7, S-T^h^^^ 
/L'^ n^>- 2 -'I'/l'T^ h^i^) - 1 -^^/l— 1 H-^>yy 5: ^V'—zi-- 2 - 

10 0 . 1 7 g . g^i?ai^/V3 m 1 3^U«4 ^m^m^^=^^ ^^IBW. 2 m 1 <DU^m^^ 

±ctcmi^mi:m-t^t. m.'^i 5 o^c-i 5 4°c^m'r^^n^BMVt(D 
s mit^m 0 . 1 4 g m^hfitio 
mi^m 3 6 

15 5- {4- [6- (6-t: Kp=¥->-4-p^ h^W ^ /-2, 5. 7. 8 h 
2-2 4) 

5- {4- [6- (6-t Kndf;y-4-:t^y-2, 5, 7, 8— 
20 /Vi? n-v^'- 2 — f/W-T^ h^t^) - 1 1 H-^vy^ /I— 2- 

^/^7t 'Ot^/U) ^T>^!J v^^'- 2, 4-v^:2|-y (^SS^iJ 3 4 (T^^b-^-^^) 

0. 3 g. O-ptf^/Pt Kndf^v^/^T^ > ^^itO. 13g, fyv'VO. 12 

25 ^'nv (ODS. T-fe h- h y/V : (0. 2%g^^+0. 2%hy^^ 

/I'T^^) 7K^^=6 : 4) {::{^L. Rf<I=0. 56 ("HPTLC DIOLF^s^s" (MERK), 
f^@^3i^;U:n-^^1h>'=3 : l) ^^-^^mL^liy -^^(T^^^KC^^^ ■ 2 2 
g;65^tbtufcio 
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mm 3 7 

5- (4_ [6 - (6-t Kn jp->-4-^ h^^rW ^7-2 . 5. 7. 8-Th 
5;<^/V^p-7>-2— T/V^ H — $ j^-/-7V 

5 ^i^No. 2-2 4(D&^^) 

5_ {4_ [6 - (6-t Vti^iy-A-}^ h^W ^/-2, 5, 7, 8-7" 

2-^/1^^ hdfv^] -<:/i;?/i.} f-ryy v=>-2, 4--:^;e-> (^Wj3 6 

(Dit-^m) 0 . 2 1 g , g^^:r.^/V 5 m 1 ^t)«4 ^^igi^glfi?^^/!'^?^ 10ml 
my&M 3 8 

5- {4- [6- (4 — ^>->?;U:^^W ^ /-6-t: Kp^->-2. 5. 7. 8 
i^No. 2-25) 

5 - {4 - [6 - (6-t Kn^v'-4 2, 5, 7, Q-TVy:^^ 
/W^ n-T>- 2-^/1^/ h:^^/) - 1 -^^/l'- 1 H-^yy^^ %^V—J\'-2- 
20 -I'/l'J?' h=^v'] ^Vv?;^} ^Ty!Jv=>-2, A-'Jisry (^]Bfe^J 3 4 

0. 3 0-'<>>?/l't Kndrv'/l'T? V ;fe^i^O. 2 4 g . f 'J i/:/0 . 1 
2g^^t^i^7k7«;$'y-/H 5ml ^fflVNT^WJS 6{c2pCTSft?^^M«tS^ 
fTV\ Rffit=0. 58 ("HPTLC DIOL F25,s" (MERK). i^i^^i^/l/ : n-^^if y= 

3 : 1) ■k^-t^'^'^^1Jy:^^(r>'^^\\L-^^Q>. 24g^j^#bixfc, 

25 ^ji^J 3 9 

5- {4- [6- (4 — ^yj^/Vr^^W ^/-6-t KP^->-2. 5. 7. 8 
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5- {4- [6- (4-'<>'v^/^:t^W 5 y-6-t Kndp«>-2, 5. 7, 

5 3 8 (OVc-^m) 0 . 2 3 g , 5 m 1 &tJ« 4 ^^it^g^^^^/V'^^?^ 1 0 

m 1 ^ffiV>TllW'l3 7(zJpCTS/^;Rm^^S=Srm\g!ll.^l 3 5t:-l 4 2^0 

w&n 4 0 

5_ {4 - [6- (6-t: Ka^'>-4-t Kp'^W ^7-2. 5. 7, 8-7" 
o. 2-2 3) 

5 - {4 - [6- (6-t Vn^'y-A-ir-^V-2, 5, 7, 8— 7"h7>f^ 
7V^n-r>-2 — T/V-P* hdei/)-i-;;t^yV-lH-'<:/yV ^^>^-/l'-2- 

15 -Y/V^ h^v/] -Ov^/l^} ^T>/yv?^^-2, 4-i^^:/ (^S£^J 3 4 O^k^ife)) 
0. 6g, tKa^iy/UT^> i^^J^O. 2 1g. fyv^^/O. 2 4 gS:U^«7K 
p«^/-/U3 Om 1 (7)^^2^«r^ja-Cll^PBmi^^. 1. 50fBmEUfCo HJ- 1 
BFBlMiiijStytm. fc KnarV/WT^^ i^®?ltO. 2 1 g RU«f U v?:/ 0 . 2 
4g$:JD^. ^?aT'2B#rBl««^m. 2BTOfiL/:io l^^l^ll^t. ^^^i^^S^ 

20 5^ixiii«fl^i7D-7 (ODS. r-fe hy/V: (0. 2%i^^+0. 

2 «}6 h y oi^/l^T ^ » 7Kj^?i5= 1 : 1 ) t , R f fit = 0 . 3 6 ("HPTLC DIOL 
F2S4s" (MERK), :n-^^1f:^=3 : l) ^W-r5^Mfe:<^7^t»t<^e6<J 

ib^feO. 3 ^gtmhflti. 
^i6£^|j4 1 

25 5- {4- [6- (6-fc Ka^->-4-t: Kp=^V>< ^ y-2. 5. 7. 8-7" 



-fb^^N o . 2-23 t^i^m) 
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5 - {4 - [6- (6-t ^'0=^:^-4-1: Kn^fW ^/-2, 5, 7, 8- 
Thy/'^^^'^^^^y- 2-^/1^^ h^iy) - 1 1 H-^yy^ ^'^^Z 

(Dit'k^) 0 . 3 2 g . 10ml RUAm.'^mmu^^y-^^Wi^ 1 5 m 

m^M 4 2 

5. 7. 8-7^ h7;^^>^l^^P-^>-2->r/l^^ - 1 -^^^t^- 1 H-^ 

10 V-/^ ^^'/-/l^-2->r/>pt h^ri^l -Qjy/l^) =rTV')-yy-2, 4-i^:ty 

m^it^'^No. 6-2) 

5 - {4 - [6- (6-t Kn:3riX-4 -;^^y- 2, 5, 7, 8-Th7^^ 
/V^ n^V- 2 -^/l^T^ h^i/) - 1 -:^'i->\y- 1 H-^>yV 5: 2 - 

^}Vii hdri/] -<>'v?/V} ^Tyyv^:/-2, 4-v^:ry (^Wll 3 4 (^^1:^2^) 
15 0. 3 g. y;^^->i^i^t -^^/i^ p- hyvaiv:^/V7hvi^J^0. 4 8g, 

t° y 0 . 1 2 g :aTj«4i7Ry y -/n 5 m i (du^^^^^^x- 1 B#PBiigi^^. 
1. sBF^mgufcc Ml- 3. sv^mnmm^Ltz'ik. -tmrnLtz, mm^^i: 

20 — (ODS. r-tr h= hl'.'^ : (0. 2%il^+0. 2 % ^i^/WT 5 

= 3:2) {C^^L. Rfjit=0. 3 2 ("HPTLC DIOL F254S" (MERK) . m^^y-^i^ : 
n— .drif>=3 : l) ^^-r^mn&:f^y^^(D^^it^mO. 2 5 gf)mbflfZo 

mmmA a 

5- {4- [6- (4 -3^ h=^'>:^/V^=;>^ h^jy-f ^ / Kp=^v--2, 
25 5. 7, 8 -X h^y ^>^1--^ 2 -^/l^y - 1 -T^T-^l^- 1 H-^ 

5- {4 - [6- (4-31 h^'yt>;U7li=^/U;^ h^W ^ /-6-t Kndrv^- 
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2, 5, 7, 8 7- hy^^/l^^ cf-^y- 2 — i'/Ut' h^v) - 1 -;^^>'^- 1 H 

:t>' mmAA 2(Di\:^m o. 2 4 g. i^^^f-/v5m 1 RTj4mmmmmm=^ 
^/i^mmi om 1 &fflv^T^^£^|J3 7t:i2pcTS)^^s.mt^s^tTV\ m.'^^i 2 
5 T'c-i 3 3°c imtj^^) ^m-r^mn^B^^<D^mt^!^o. 1 9 g;i^#f^i^ 

6-^ hdfVp^ h^'>- 2, 5, 7, 8-7^ h^^^/l'^ci-7i^-2-^/Vp«^ 
y— ;^5. OOg. N- (5-^ nn- 2-^ hn:7aL-7^) -N-7«^/^;«7/W-? 
^ygct-T^^'^/Waix^T^/WS. 1 1 g^oJ:U«v^7<f-/^5}^^^^T5: Kl 0 Om I (DlS 
15 y^^y. Tkmiti-hV^M. (5 5fil:%) 0. 7 8g^*PX.. ^&V3 

20 HLxmm-t^t. Rffit=o. 3 0 {i^v :fj^ji-nM^ ^-^'i-^y^-f- -.^^ 

#%F'J 2 

N- [2-r5:y-5- (e-p' h^t^;^ 5, 7, 8-x ^7P<9^>'^ 
25 P^x/V- mnm3(DWM) 

N- [5- (6-/ h^i/P^ h=^v'-2, 5, 7, 8 -x h 7 -7:/- 

(#%^Jl <7>{k;-^i^) 4. OOg, 1 0%^-^°7V?'>A-^^0. 40g*3 
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xxf^^^y-^^somi (Dm,^m^7i^m^mn.T. ^a^vs^m^WLtzo ^Jt^^ 
5 #%f >i 3 

N- {2- [4- (2. 4-':^:^^y^Ty"y v>- 5-^;l-p^^/V) 
T-&f-/^T^ y] - 5 - (6 2. 5, 7. 

10 N- [2-T^y-5- (6-p« h^v-^ h^iy-2, 5, 7, 8-X^7^^ 

o^TLT/w (#%^'j2(^>'fb^i^) 0. 60g. 4- (2, 4--^^^y5^Tyy v^V 

- S-'l'/U^^/^) 7aiy :ari/f^^O. 3 4 g*5j;t;«^7i<:7" h7t Kn:7-7y 1 0 

15 7^yi7;i-^- h 0. 2 2m 1 -ItMTL. ^ta-ea o^^m^fUfco Rfc?rl^Jfe§r- 

-t^V :f^^^^;V= 1 : i) {^{t LTliM-r S t . Rfm=0. 30 {'y')t>^;V 

8 4 g;{i5#bK;to 

#%^|J4 

3- [4- {x-rfh-^i^iJfl'ifs^fl^i^V^'^) 73in/V] -2- (2. 2. 2- 

25 3- (4-t Kndrv'73:=7l<') -2- (2, 2, 2 - h U 3i h df- i^) 

t'::^-yi^j?J7^/Uai;^-r/l'3. 4 0 g. T-t h:/6 Om 1 <r>^^^^\:i. WI^T . 
^^-fev^!>i^5. 97g^J!)g;t, ^n^f^g^ t -y^/^^>^7'>'^3 . 5 8 g ilr?gT 
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nhtitzmmi^A^m^. mm=^^^^x-i^iiiLfz, «&ai?^ciafp:^it7KT'j5fc#^, 

yd^^ Y^yy^- (n-^^1f> : g^i^^^/^= 10:1) \L{^\^X^Wt 
R f jS=0. 5 0 {^^)lJ^)\^%m^'^'^ Y^yy^—; n-^^1^> • 1^ 
5 ^3i^>fU=3 : 1) -k^-t^^mM-^mA. 1 2 gi6S^p5ilfc= 
#%0iJ 5 

3- {A-t!)Vifs^'yi^ Y^'yy - 2- (2, 2, 2- MJ h 

3- [4- {\--:fV^-ytn^if-=-}^:^Y^'y') ^a^^./V] -2 - (2, 2, 2 
10 - M; 7/W:^nai hdrv') 7=n t^::*-^®!^ (##<?'J 4 coft^^t^) 4. 
0 5g. 1, 4-v^^-!^y4 Om 1 (^X^-a^ij^^'lC, ^?£T. 4 
>4 Cm 1 ^;!JP^. ^taT-S BPeltiif tfCo RJ^:|Sl-T^> SfCi^^^-^ife J: 4^^:^ 

^-1, A-'yir^^^y^^^X.. ^SH^a^b-fS Sii^v 5°c~8 i°c^#i-SB 

15 #%«?|J6 

N- {2- [4- [2-^ 2- (2, 2, 2 - Hi :7;l^^n ji 

5. 7. 8— 7^ K7^^>^>:^g-v>-2->r/Upt ^dri/) 73^::^/W -N-^t^/t^ 

20 N- [2-T5y-5- (6-^ h^-Vp' h^iy-2, 5, 7, 8-7"h^;^^ 

oij^^X/U i^^m2(Dit^^) 0. 80g, 3- (4 -^/l^Ji^^v-pt = 
/I') -2- (2, 2, 2- h y 7/1^:^0 01 h^rix) ■T'n fc';d-V^^^/Vni;^ 7" /V (# 
5 CDfb^i^) 0. 5 9g. hy^^/PT^yO. 1 8 g. v^^^/^v^ry 7;^- 
25 :^:7;j-;^— h 0. 2 9 g*5j:t/M7Kx h^t Kn^^y 2 Om 1 #%t?^j3 
{C2pCTS/^?*3J;TO*0ia^tT/j:9 Rffi£=0. 5 6 ('>y n-^ 

h^^^^--; n -^f-^- :g^^3i^;V=l : i) JgrWr^ i S^Xt^^ 1 • 0 9 

g/j^#^ixfeo 
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5_ h=3?^;/'<y v^/u) -3- h y 7i-/^;^^>'^5^Ty y v?>- 2, 

4-t^:*-:/8 7 9 g(^h/V:iiyi. 5 1 2 8%^hy b^i^K^iJ^ 

T'ntVVai-x/V^JPX.; tlfttJLfc^^i^^it*L/Co ^tiS J: "9 ^^^^^ ^ 
1:6. 1:5. 1:4, 2[p]@ ; mm^^^^ : n-^^1^>'= 1:6. 1:5) 

^-'^^•■t■^:^ Rf=o. 35 m^=^^^-n-^^-t>=i :4) 

B fi^J^k-a-i^ 0 . 3 3 g AS^^Pj^xfeo 
#%^'J 8 

2_ (4 -7/U^cz^>'v>Vu^:^) - 3- (4-t: Kn drv-73i=;W) t';^^ 

7<Di\:^m) 2 0 OmgC7)«7Kx h^t Kn77>'4m 1 h y =^/^T ^ > 

0. 1 4 m I ^D^^4 -^yv^^-o^^^iz/vya ^ KO . 1 2 m 1 %:^P;t. ^tS-T* 1 ^ 

-rh^vy^- m^^^^^ ■■ n-^^^>= 1:2. 1:1) (d^-tt. R f = 
0.4 4 (g^if^^/V: n-'^^1^^^=l : 2) ^^'T^^feffit'^c^t^Sfi^ib-a-i^ 
0. 2 6g*5#bK/Co 
#%F!l9 

3- (4 - t -y h^Jrv-;^/^^?^/^;^ h^v^^^zi/v) -2 - (4-7yW;tn^>' 



wo 00/61582 



PCT/JPOO/02217 



243 



2- (4 -^/W^i-o^yv^/V^;*-) -3- (4 - t Ko dr v'^i^/l') T'n t°:^ 

(##F'J8C0fl::'g-i^) 0. 2 0 g. :7'D^i^i^t -y^/vo. l3mK 
ilTKN, N-v^;<^y^7^^/^i:.T5: K 4 m i S-t/^K^^b^ h !; "^7 (5 5%Jlii±. ^fi 
5 m 3 1 mg^fflv>, ##Fij4i::2iCTSfc:;^tTofco R)Jc??l'^tiJ:'9icJET-C^ 

y iJ^/VtiyJ^if o-r h^77>t'- (i^^^^/V: n-^^1^V= 1:9, 1:4) 
{-f^-fi:, Rf=0. 2 1 (g^^^^/U : n-^^1^>'=l : 9) ^WTSlife^ft 
10 :t^OS6<){l:^t)0. 2 5 g/j5#P>nfcc 
1 0 

3- (4 -JJ^/L'jJ^^v/pi V^i/yoL^/V) -2 - (4 -7;L':^n^>v/7L'^;^) 7° 

a }^irl^m^ ^/i- (#%««J 1 1 (r>WM) 

3- (4 - t h^i/;i7/V7jfzi/Up{ l>:Jrv/73i=:/U) -2 - (4-7/l':tn^ 
15 i^v^7V5^;e-) 7"n t-^^-gfpt^/i^ (#%^ij9cD{b'^#j) 4. OOg. 1, A—i?:t 

^■^1^1 0ml ^1^4^^:^^ 1, A-V^^-^:yA Om 1 ^fflV^, 5 
i:TRlt;:-S:tToyS:oKJ^?^g'a-i^J:i9«^IETT^iE^W*1-S^^ Rf =0. 1 2 (St 
g^i^/V: n— ^1^>=1 : 2) ^WT 5gJ^^fetfi^<^? g6<)fk^2^4 . 5 3 g (l, 

4- -^^:3ei^>'lg^J^) trnhflfZo 
20 #%^ijl 1 

N- {2 - [4- [2- (4 -7/>:j-P^^^v^yV^:t) -2-^ h^'ytl f^yi!r-=^;V 
J^^/V] 7j:y=a?-->7t^/l^:^/V^'::^7VT$y] -5 - ( 6 - p< h f dp 2 . 

5. 7. 8 -• r h7;<f->^V^ P-^>- 2' — r/V^ 7 — N-p<^/V 

25 3- (4 -:5&/U7j^>v^p{ /V) -2- ( 4 - ^/U^^-n v^/l^^;*-) 

T'n t!':^>-^p{^/V m^mi OCDit-^m) 586mg, N- [2-T5:/-5- 
(e-p* h^i/— 2, 5, 7, 8-T ^■^>-2 — f/Vp^ h 
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tl) 5 0 0mg. by ^f-/ur ^ > 0 . 4 2m 1 . liTK-r h7 t Kn^yy 1 Om 
1 ktl^Vry V ym'y^'^^^O. 2 3m l #%0ij6 CliiCTSfS^^ftofCo 

^d?^-»h>= 1 : 3 . 1 : 2 > 1 : 1 ) (^if^i-i: . R f = 0 . 6 3 (S^^^f^/V : n 
1 2 

10 4-t Kn:3r:/73i:i/VfL^3 0 g . ^StK^:? 7 — 5 0 m 1 ^U^4^^i^^l , 

4-i:^:t^^ymmi 0 0ml O^^J^^^taX— Bj&*icMt/c= tK 

^7KTi5fc#L. my\^^m.i- h ]) ^ M,±X-^^Ltzo ^M^m^L. R f iit=0. 7 

1 5 fk^i^ 3 5. 7 g bnfCo 
#%^'J 1 3 

3- (4-t -7'h^v';<7/^;i<ri/i-p« h^i/73.=/W -2-t Kt3df-ix:7°ni:°;i- 
14.25 (DWM) 
4-t Kt3^^/73^^7^fL^^'^/V (#%0'Jl 2(Di[:^^) 3 5. 6 g, 

20 i^gf t -^>/l-^7«7^/L'5 8 . 2 g. j^^-tr;/'> i^B 3 gS-I/rir h^T 0 Cm 1 

$rfflv^T#%«?ij4ic2iCTs:iSs.u^m^a^m\ Rfm=o. 3 (v'y;^;^^^^ 

O g ^it^m 2 8 g 3^5^ ?>H;^Co 

#%B''J 1 4 

25 3-(4-;^/i';}t:Jr^/p{ h^->73^-;u) - 2 - t Kn ^v-T'n t=;ty^:x^/u(# 

3- (4- t -7'hdr:^;<7/UJi<::^/Wp« h^>>73i=;V) -2-t h' o ^ i^zf u t' :t 
ym^^^^ i^^mi 3(Dit'^m) l S g^U^4^^:^Sfl, 4-t^:t^1fy^tS 
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1 5 Om 1 ^fflV^T#%0ll5{;l2pCTSf^?&tJ«mM^^T^'\ Rffif=o. 3 5 
("HPTLC DIOL F2s«" (MERK). f^^^^/l- : n-^^-t>= 1:2) ^^ir^^^^ 

'^(D g mt-^m 17. 5 g Am ^btitz, 
1 5 

5 N- {2 - [4- (2 -31 h:^'>;&/l^^^/l^-2-fc Kp^'>J^^/^) y^^^i^ 
T±V^/UT^ /] -5- h^->yi 5, 7. 8— 

mmio. i e - 2 4 (dwm) 

N- [2-T^y-5- (6-^ h=Jr'>pf h^i/-2, 5, 7, 8-xh7P«^ 

i^nm2(Dit^m 1 6g. 3- (4-;&>'V/r'=3fi/p« -2-t 
Kd ^ v^T'n t°;a->'®^^^/^ (#%1?iJ 1 4 17. 4 g . ^tK ^f-/^ 

T^v4. 8 6 g. ^^ry y :/^>^^^>'>7. 8 2 gS.U^i^7Kx t Kn^^:/ 

2 5 0ml $^fflV^.##0iJ3^::^pl:TRl^:^S.t/^^S^^T5 iTx R f<it=0. 1 (iX 
15 y ;^7>7*/U}ijii7n-r h^^7 7^-, i^^^i^/V-: n-^^1^>'=2 : l) SrWi~5 

1 6 

N- (2 - [4- (2 h^v-^/V^J^'^/l^- 2 73iy=3r 
->Tir^/l^T^y] - 5- (6 h^v;-^ h^'>- 2. 5, 7. 8-7^h7pt^ 
20 /i^^p-v>-2 — f /l^;'^ 73i:=^yi^) — N- ;^ $ t -y^/i- 

N- {2 - [4- (2-^ h:5rv':<7/U;J?=/l'- 2-t Kn :3f v'^^/l') 7^/^ 
v^Tir^/wr ^y] -5- (6-;?{ h:^!^^/^^ h^v'-2, 5, 7, S-xh^^^ 

25 i^^mi scDit-km 1 g. 5^;^-7iy-/uo. 22g. 1, 1' - (ry'v?* 
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: n— ^-t^>= 1 : 2) iCf+L. Rf^iS=0. 7 5 {'yVtl^/i^mM 

g mit-^m 0 . 7 5 g htitzo 
^nm 1 7 

5 N- {2 - [4- [2-31 h'^'>:fr/l^^'^/t^-2- (4 H a 7 j=^/1^^^) 

:3^vr-ir^/wTs: y] -s- (e-;^ h^'>^ h^v-2, 5. 7, 

t -y^/i^ immm 2 0 g>m) 

N_ {2 - [4- (2-^ l>^i/:!&/U#"^/l'-2-t Kn:3r->3:^;V) 7:tydf 
10 e^T-fe^/UT^ y] -5- (6-y h^V^ h^v^-2, 5, 7, S-T^hyT*^ 

m^mi 5<Dit'^m) 1. 5 g, 4-=: ht3f-;^7a:y-/l'0. 7 8g. 1, 1' 
- (T y'v^;i{7/H}?^>'l') t"^ y v'^' 1 . 5 g , MJ - n -^^/l-J}^;^ 7 ^' V 1 . 
4 gS.l5i^7jc h/Vzc:/3 0ml ^fflV^■C##0iJl 6 {c2p CT^f^S-t/WS^^rtT 
15 Rf{it=0. 4 7 ('>y ;^;y/l-^Ji^ D-r hi:'^-7 7^'-. g^^^^^'l' : n — 

:3f1h>'=l : 2) $rWi-^gJ^Mfe»^(^g6<j<li^J^0. 4 4 g;65#^tbfCo 
1 8 

N- {2- [4- [2- (4-->Ty 73iy=^-» - 2 -J^ h ^ 

/U] 7xy =3e'>Tir7^/l^T^ y] -5- (6-y h:^v— 2. 5. 7, 8 

20 --r h7y 2 -^/uy y:j^=^M -N-y^/u:^/w-^$:>^ 

^ t mmm 2 4 (dusis^) 

N- {2 - [4- (2-ai hdpv'*/1^7}<=:;U-2-t Kn^i/^^>'^) 7xy^ 
iyTi?f-/l-T5:y] -5- (6-y h=3ri^y h^t^-2, 5, 7, 8— rh7;^^ 
n-^>- 2 --Y/l^y h^v') 73i— ;V} - N- y 5: i^it t -zf=T/^ 

25 (#%«SJ 1 5 (Dik^W 1 4-Vry 73iy— /WO. 36g. 1, 1' - (T 
yv^;i!7/l'7}?=./W) v^^O. 76g, h V - n-yf-Ji-n-^:^y ^ y 0 . 61 

g5:t5i^7K h/l'^^^2 Om 1 ^fflV>T#%^iJl 6 {c!iCTRf£:S.t5^«l!S?rm\ 
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##F'J 1 9 

{2 - [4- [ 2 -J^ h^->;<7/l^;t^"^;U- 2 - (4 -7^ 7^ 7 31 ^^1^5^:^) - 
Ji^/W] 7ay =^->Tirf-/l^T ^ y] - 5- (6-7^ h^->-2. 5. 7. 

N- {2- [4- (2-^ h^v^;^/^^'^^/^- 2-t Kn:3f-i/^f-/^) 7:^7^ 
v^T-fe^vVT^y] -5- (6->« h^i^pf h^'>-2, 5, 7, S-Xh^^^ 

10 mnmi 5(Di\:^m l. 2g. 4-y^/l'f-:^7=:/~/W0. 3 7g, 1, 1' 

- (T y"v^:^;/v;i^"^/v) t"'^ y v?:/ 0 . 8 1 g , h y - n -zf^^/ut-T^y ^ >- o . 

6 5 gRUMTK Y?\^^^y2 5m 1 ^fflV^T#%f!il 6 CTS^&S.t/^^S^ 
m\ Rf1i:=0. 6 1 (i^y ;«7>i7*/V^Si5'n-v-hi5^7 7>f-, m^^^f^'-n- 
^dr1^>=l : 2) ^^-fS ^^^<^ ifi^^k^tl 0 . 9 4 g ;5i5#bnfCo 

15 0^m2O 

N- {2- [4- [2- (4 P n - 2 - K =^->:^/l^/K^/I^^ 

'^/l^] 731/ ^'>Tir^/VT^ - 5- (6-y l-=^->y 2. 5. 7, 

t - im^M 2 8 c7)j^^:f) 

20 N- {2- [4- (2-J^ h^-:/;^?/^/}?::!/^- 2-t Kn=^'>^^^I^) 7:=:/:3r 

v'T-t^/VT^:/] -5- (6-7« h^'>y h=3rv^-2, 5, 7, 8-7" h^^^ 
n^>- 2 -'T/l'^ h^-y) >'W} -N-y t -y^/l^ 

(##^Jl dCDit-^m) 1. 2 g. 4 005^:^731 /-/L'O. 4 3 g. 1, 1 ' 

- (Ty'v^;^/^^:^/v) v?t:°-<y i/>0. 8lg, h y - n ^ :/ 0 . ^ 
25 6 5 gStJ^i^TK K/^^>^2 5 m 1 ^ffll^T#%^?iJl 6 CTSiC^S-U^^^afS^ 

m\ Rf<e=0. 54 (i^V h^yy -C. g^^3:f^yU:n- 

^df-»^y=i : 2) ^^i-^efe;y7;^^<^S6<j^k^«^o. 7 7 g^J^tibH:/to 

2 1 
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(2- [4- [2- (4 - t -2-=^h^i^tl/l'yi^^ 

ixTir^/l-T^/] -5- K^'>-2, 5, 7, 8— 7"h7;^f- 

i^^mi 5(Oit^m 1. 2g> 4 - t /VO. 5g. 1, 

10 ^'O. 6 5 g^^t/«S7K h/l'3:>2 5 m 1 ^ffiVNT#%««Jl 6 tilip CTSf£?^tJ«» 
a%^TV^, R f jit=0. 61 (vy :^7^'/^SI®i7 n-x' , g^ifccf-yw : 

mnm2 2 

{2- [4- i2-=^V^^yl0i'^t^='^-2- 
15 oi^/u] 7:^/^VTir^/i^r ^ y] -5- (6-p< h^a^i^^ ^^'>-2. 5. 7, 

t imtm 3 2 oTO) 

N- {2- [4- (2 -31 hdfv;^/!^^^-;^- 2-t Kndft^^f--'V) 731/^ 
->T-t7"/VT5/3 -5- (6-p< h^V^ h:^5^i^-2, 5, 7, 8— rb^:?'^ 
20 n-ry- 2 h^iX) -N-p« t -^^/V 

(##^J 1 5 0{t:^W 1. 2g. 4-7^ h^v^5^;^-7a;y— /WO. 4 2g. 1, 
1' _ {r^/^yU;vt^=^;v) i/f'^yt^VO. 8 1 g. by - n 
:/0. 6 5 g3^t5«i7Kb>'^^V2 5ml lrfflV^T#%0'Jl 6 }cmi:-CSf&S.tJ^^5ai 
S^tTV\ RfM=0. 42 V^yy m^^^f^'- 

25 n .^1>-y=l : 2) ^WT-S efe;^7;^^^^(^g6<3<b^#?0. 7 2 g ;i^#bi^fCo 

#%«fij 2 3 

lvj_ (2- [4- (2-J^ h^'>- 2-^ K^v-;^/l^?t?:=i/W3^^/l^) 73iy^'>T 
-tr^/WT^ -5- (6-^ h^'>^ K^->-2. 5. 7. 8 -t" h T ^>^V^ 
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N_ {2 - [4- (2-^ hdrv';^7/U;J<::^/l'- 2 - t Ki3 ari/zuf^/l.) y / ^ 
i^T±^/l-T^yl -5- {6-:^ h^'y/ 5, 7, 8-xh7^^ 

(#%^'J 1 5 (D\t^m) 1 g . ^fli^^/V' 1 . 2 g , ^{kll-IK 1 . 1 gj^U^^iTk 

h/u^iy 1 5m 1 (D'm.'^m^ 2mmmw^^Lfz.: m^x^-m^wik. mi-7b#Pp^ 

^}fJ>fj\^. g^^:ii^;V : n-^=3f-9->=2 : 5) {::f^L. Rffil=0. 5 1 (i/U 
10 ^-iT'/V^S^:' n-;r , gti!^^;l': n-^^-!^:/=l : 2) ^rW^fS^ 

^fe^ft :y:<7) g mt^^ 0 . 4 6 g m% hint^o 
##^J 2 4 

N- {2- [4- 12-=^ h^i^ii}/^^=^^^-2- i4-y/l^>i-u^y'y/^:t^iy) 
3^^>^V] 731/ ^'>T-k^/l^T ^ y ] - 5- (6-^ h^jyyi h^i^-2, 5. 7, 
15 8 -X h-7P^^/l^^ P-^:^- 2 ->f ;l^y 7 3irr/I^} - N - / ^ 

N- {2- [4- (2-3^ h=3f e/;t7;V;}?=i/W- 2-1: KadE^iX3i^/V) ya^y^ 

i^T±^/l-T^yi -5- {6-y h^i^y h^i^-2, 5, 7, 8-xh7P«^ 

20 iP%m I 5 (Difkm) 1. 5g. 4-7/t';fn^>'i;7^yD ^: K2. 2 6 g . 

itf^-m 1 . 6 3 g S.t/«S7K h/l^^:^ 2 0 m 1 ^fflV^T#%0'J 2 3 izm CXRJiil^R 
t/^A£!;a^m\ Rf{it=0. 80 (i^y ;<7'{r/i'^P:5^n-7 h^^^^--. 

n— ^1^y=l : 2) Sr^-r^^^fe^ft^btc^ g^tj^b^t) 0 . 6 2gi>mh 

25 #%^J 2 5 

3- (4- t -y h:irV;57/V/1^^/l'y l>=5E.iy7^-;W) -2-1: Ka^rv^yat:' 
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^l^m=^^'^ (0^m 1 3 (Dit-^m 2 g , SiTK h y ^^/^T 5: y 0 . 6 9 gRXf 
ilTKf- hyt Kn7^y20ml (7)'/l^t>l::7K?nTi5^ o ° ^ ^ ° 

h^t \^-uyyi^-m-m^y=^y—^^o. s s g. 7K^^i:':M-y "^-^ (55%. ^•^) 

0. 2 8 g&tl^ilTKN, N-v^V^/l'^^^^-^TS: Kl Om 1 c^fE-^ti^^?a'C-3 0 

LiChroprepNH," (MERCK). m^=^^^^ : n-^^^y=l : 6) \Z.HL. R f m= 
0. 8 4 r HPTLC NH2 FjMs" (MERCK). i^g^^^/W : n— ^^i^>'=l : 5) 

#%M 2 6 

15 3 - (4 - t -:/ h:3eiy;^/^>l^"=-/i'p' h^f ^7:^-/^) - 2 - (4 = / 

3_ (4_ t h^i/;«7/V;}?=i/U^ h:3pi^7^-/u) -2-t Kn^rv^ynf 
;r:/i!3i^/H . 8 g, :^'nn^^y:;^/U:^^V^^n ij KO. 9 1 g , SItK h U = 
f^/l'T? yO. 6 2 g. MtKt^ h^t Kn:7^y40mU 4-- hn^i/— 
20 0 . 7 7 g. 7K^^k:^ M; "i^i. (5 5%. ^fitfe) 0. 2 4g^t)^»N, N-v?;' 

5^/u^x/ui;.T ^ K5 5m 1 ^fflv>T##^<j2 5 i^2pcTs:0s.t;«m$a!a^tTV\ # 
f->=i : 4) {cf^-L. Rf{e=o. 5 0 ii^^j :fj^^i^mmi^ ^-^ v^'yy^-. 

n—^^^>=l : 3) ^^-f 5gl^ltfetfit>tO S fi^^t^ife 2 . 1 5g 

25 f)^nhtltio 
#%^|J 2 7 

3 -(4 -:^7/^;^t>i>p< h^->7;i = /U) - 2 -7^ y :3ei/7=n t':*-:^it^=5^/i'(# 
#^'J 2 9 (D/^.r-f) 
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3- (4- t h:5r£/*>'l^#=-/l-^ hdr'>7ai=:7>) - 2 y ^v^T'n t° 
:ty^=^^/\^ {pnm2 5(Dit^^) 0. 4 3 g:^t>'4^^it^l , 4-v?;^-=3r1^ 

3 ("HPTLC DIOL F„«" (MERK). i^gJcn^/U : n-^^f->=l : 3) ^^ir^mM 

2 8 

•3- (4 :35^V'y -2" ( 4 - h n 7 i / ^ V) 7=0 

t°;d-:/if3i^/u (#%1?|J 3 0 (Dm) 

3- (4- t J^df v-^/UTjCn/Vpt h^v'^itr:/!^) -2- (4-- Kn^^i 
10 y ^iy) T^n t':d->'S^f:ii>/l- (#%1^|J2 6(7)^t:-a-i|^) 1. 8 6g, 1, 4-i^:i-^ 
1hy 2 Om 1 StJ'4M^:^^l , 4 - v^^^^^f^j^M 6 Om 1 ^fflVNT#%fi'iJ 5 

2 9 

N- (2 - [4- (2-3^ h==^->?&/V:^::^/I^-2-:7a:/3rv-^5^7V) 7zn7:^'> 
15 T-fe^^l^T ^ y] - 5 - (6 -y H^'>y h=^'>- 2. 5. 7. B-T^h^^^/V 

iSgiJ 2 2 (DJ^i^) 

N- [2-r5y-5- (6-y h^v'y h^i^-2, 5, 7, 

20 {0^M2<Dit't^) 0. 4 5g, 3- ( 4 h^Jrv-y'i^/U) -2 
-73:/:3fv'rn t°:^V^ai^/V (#%0ij2 7(;9<t:-^J^) 0. 37g.ffi7Khy = 

^/ur^:/o. 1 5 g. '>r y y v^v^:2i^/vo. 2 4 gStJ^^iTKT" t Kn^ 

^:/10ml%fflV^. #%^|J3 (imCTSfC?S.U^m^5j!;S^tT^ Rfifi=0. 5 
3 (v'!;;^7>ir'/U^li^n-7 h^77^-. gt^3^^;U : n — ^=5r-y->'= 1 :2) ^ 
25 Wi-^efe;^7^:|^(73g6<]{l:^J^0. 6 g/5S^P>ixfc= 

mnm 3 0 

N- (2- [4- (2- [4 hP^sy :^->] - 2 h^'>;»;V^':=^/l^3^'r 
>'U) 7:ny:ar->Tir^/UT^ y] -5- (6-y h^->y h^'>-2. 5. 7. 8 
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mi t -y^/i- (^iSS^'J 1 8 (r>m^f\) 

N- [2-7^ y-5- (6-^ K=Jf->^ h=5rv/-2, 5, 7, 8-xh7P^^ 

5 2 Oib^i^) 1. 72g. 3- (4-;<7/V^^v^>« h:Jrv^7 3.^/V) -2 

- (4-= hn^^iy =Jrv^) 7n t°;a-:/^:n^y^ 2 8 (7?fb^t)) 1.3 4 

Rffii=0. 6 1 (vy;^7'5r'yv^^^n-r h^y-y^^'-. g^^^^T^/V : n -^^ 

10 >=1 : 1) ^^-t^^^11^^^(D^m\^^^'2.. 7 4 g/j^#btlfCo 
#%«^!|3 1 

2- [f^ ^A-yjviruy h^v^] - a- (4 - t 

3- (4- t -7' K^i^^i^/U) -2-fc 
15 :tym?^^/^3 4, 4 ' -v^7/U;^n^>'Xt Ky/i^^ n y K4. 6 1g.^ 
{bH-iSS. 9 6 gRtJ«tl7K h/U:3i:/6 Om 1 ^fflV^-C##«^j2 3 IC^CTSfC?^ 

^x/W: n '^f-;/= 1 : 9 ) ^T•i£t@^^l&iSiaI^S^$:^ n-^ h^77^— (O 

DS, Tir h y/W : 7k=3 : l) {C<^L. R f ifi= 0 . 3 9 (i^y :^^/V^Ji 
20 ^n-7h^'77^-, g^^jc^/V: n-^^1^>'=l : 5) ^Wi"^^fe^St>t<7>e 
^it-^m 2 . 4 1 g 7JS# bnfCo 
#%0*J 3 2 

2- [f;^ (4 -7/U:!}-n ^i^^yw) ^ - 3- (4-;^/u^>v^ 

25 2- Ct';^ (4 -7/V:ij-n 7:^:^/1') 7<h=3rV] - 3- ( 4 - t K =3r->;*7;^ 

hdf->7ai=/^) T'n t°^^/^^ ^/l' (##^J3 lOit^J^) 1. 4 6g. 
1, 4 -v=:t:2e1^>2 Om 1 Rl/4^^:^it 1 , 4 - 2 0 m 1 ^ffi 
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3 3 

N- {2- [4- [2- [b^^ (4 -7/U;j-n7ji=;W p< h=^'>] -2-^ l>=^ 

73: / =^'>Tir^;l^T ^ / ] -5 - (6->< h=ir->pt hjr-> 
5 -2. 5, 7. 8-7^ F7^^/l-^n-7>-2-^;V7t ^dr-^) 7 = ^/1^} -N- 

N- C2-T^y-5- (6-p« h:^?.^^^^ h:3ei^-2, 5, 7, 8-xh^P«f- 

2 (7>{|:-a-t>) 1. 3g. 2- [t*;^ (4-7/U:^n:73. = yV) ^ h^^fe^] 
10 -3- {A-ti/^-nrs^i^'y^ =.=^.''>^) t=:r>@^p« ^/H . 3g. «7k N 

\) :z.=r)\^T 5: > 0 . 2 9 g . v-T / U V^v?:ii^7^0 . 4 6 g S.t/^7kx h 7 t K 
n77i^2 Om 1 ^fflV^, #%^j3{:i2pCTS/^?S.-C)«m^S<SrfTP i:, R f iii=0. 
3 1 {'y')ti^)Vmm^^-^y^yy n— ^-!^y=l : 2) 

15 #%0ij3 4 

3 - (4 - t H^ar h:i?^ v^^a^::!/!^) - 2 -3i^/xf-;^-:7'n t°:^- 
^S^?P< ^/U (#%1^J 3 5 (7)l^i|Sf) 

3- (4-t Kndr->7s=:/l^) - 2 - p« /l':^?:?' h t=:r:/^p« . 2 9 
g, . 9g. h y^T^/L-T^: > 1 . 2 3 g&U^^TKT' h7 t Kn:7y 

20 > 3 0 m 1 (^^g-g-I^^SraT' 2 0 ^f^m^X^fz.. ^^J^@^ L, tKT'^IR LTg^^ 

fco ^§^l^©*L#e)nfc^^^4i^Tir h^2 Om 1 {;i^fi?L. ^gf-tv"i7A2. 
9 7 gSl/yn^i^^t -y^/Wl . 7 8 g ?rMT**0;tfcft. ##f?'j 4 'ip CTR 

^^?SU«^^S^^TV^, Rfji=o. 21 (v^y ;<7^'/^^jiiJ' n-7 h^T'^^^-, 

25 ^^i^yV: n .df f-^^= 1 : 5) ^^1" 5ffifeffl^<^ i 1 • 5 3 g 

3 5 
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t^m 1 6 (Dmw 

3- (4 - t h=5rv';*/U:l-'-/^7« h^v'^i^/l^) - 2 -^^/V^JfTn t° 
yi-y^/ 5^/1^ (#%i?'J 3 5 (Dit-t^) 1 . 4 9 g . m^E^T^Mil^ 2 m 1 2§^tJ«g^^ 1 
0 m 1 (7)^^#i^^ 8 0°CT'3. 5 0#rBW#t/Co ^^iJ^rl^^L. mm^n-^^-f 

5 :/T}5fer^L. s6<]fk^!^o. 8 6 g^m^^mt Lxmhtitz, ■^m.^j^mtmh 

#%0''J 3 6 

N- [5- (3, 4-v?7« K=3f v'^yv/^:^^^^) -2-^ hn:7:t^/U] -N- 

/ ^/}y:ti/uy< K t 3 7 <DWM) 

10 tK^^I:-^ h y (55 %. ffiti) 2 . 6 g (D^tK h/i^^:^ 1 00ml BMm^ 

K 1 0 0 m 1 ^?K€:^?aT'jST L, 4 0 :9-FbW^ tfco ^kV^T^ N- ( 5 - iJ' n n 
- 2-— hi3 7==/u) -N-p^^/v:!^/^/^^ t -7>/n 1. 5g(^^i7KN, 
N-i>> f-;^7}^y^AT ^ K 1 0 0 m I ^?i5?r7k}<^T-er®T t fCo ^?a"C 1 ^Pp18li«|i 

n tVUai— x;V2 5 0ml -^^"^V 5 0 0ml ^t^TL. 1 B#PB^^^jS^BB#t 

11.6 g/iS^f btL/io 
20 #%^rij3 7 

N- (5-b: Knirv^-2-= -N- ^ ^ t 

N- [5- (3, h^'>'<>i//^:^^v/) - 2 K n 7^ — /U] -N 

-^J^-'u^^w^^ t -y^/L' i^^ms ecDit-^m i ig. 2, 3-v=v/T 

25 y-5, e-v'^on-i, 4-^>':/^/V9. 1 g . ^©tK 5 m 1 ^^1/ 1 , 2 
-v^^nnoi^yi 5 Om 1 (^^g^i^^S?aT7B#rpW4^Lfc. IEt-2, 3-i^-> 
r/-5, e-Vi^nn-i, 4 -'<>'y^/ ^^5 g ^;dP^. ^i§.T2. 5B#rBlJS 
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j^Ti^mms 0 om 1 ^m^. i o^mmwLtz, T^mm^m^t. ^mm^^^f^i 

iTyy^- g^^ai5^/V: n .^-!fy= 1 : 2) IdML, MM.l 5 

3 8 

s: t - y^^yu 3 9 (Dmm 

N- (5 - t Kn:3f v^- 2 hn 7^:— ^'U) - N- ^ ^z^:^/!^^-? ^ >gf t 
10 3 7 (7){t:-g"i^) 3. 8 g. yn^Tir h>3. 2 g . i^li^ir v 7 ^ 7 

g RUT± h 1 0 0 m 1 (Dm:-^m^^i^x' 1 . 5 m^m^Ltz, mm^k^^m. 
15 =1 : 3) ^^i-^m^m^iDnrnt-^^A . q 5 gm^h^^^tzo 

#%0'J 3 9 

N- [5- (6-T-fe h^v'-4-::*-^y- 2, 5, 7, 8 -X h 7 7^/^^ n-v 

2 -^/Ut^ h^i^) - 2 - = hn 7^:1^/1^] - N- ;^ T^/l'^/U^'^ 5 t 
^/U (#%i?ij4 0(7>jF.*4) 

20 N-p{^/>-N- [2 hn- 5 - ( 2 y 7°n ;^7;^ 

5 1 -T'^/U (#%«^J 3 8 (Dit-^m) 4 . 1 g , ( 3 -T-t^/l^- 4 - 
t:KndrV-2, 5, e-hy^t^/W) 7i;^/VJi;^-7^/V3 g , fnyi^VO. 9 

g 2^ t/iiTK p< ^ 7-/1^5 Om 1 <D-^^m^7ki^T 7 m^mwLtz.. -miAWx. M 

^l^@*L,?i?t{Ci^^=f-/U2 0 Om I <i: 2^%mm.-MmW. \ O Om l ^Jn;t. 

^fp:ti^7KT'2[H]?5fer^L;fcm{-«E7Ktii£^-7i/;^i^!>A±T'^j^L"i, U 
m^m^X^s nhtifzmft^mW'^^-^h^y^^- C LiChroprepNH," OERCK). 
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— (ODS. Tir h y : (0. 2%m^+0. 2% h V ^'^^^T ^ y) ^I^B 
= 1 3 : 7) llf-^-t, R f ii=0. 7 1 ( v U i?' n -7 h ^7 7 ^ 

n— drif>=2 : 5) ^^-r^n^:>^y^^<^^^^it'^^l- 6 2 g 

^nm 4 0 

N- [5- (6-Tir h^v'-4-:f^y-2, 5, 7, 8 -X h 7 7« ^>'>^ o-r 

N- [5- (6-r-fe h^v'-4-:t^y-2, 5, 7, 8 -"r ^^^l^^ ^ 
2 -^ /l^^ v') - 2 - Kn ^oi:::/!^] - N - 'T^^^tJ /l'^< 5 t - 
y^/U (#%fij3 9 60{b^Jf^) 1. 6g, 1 0%/>7i/^-^^^®!S^0. 2gRt5 
p«;^y-/H 5 Om 1 ^ffi^^T#%^?!l 2 {Ctii:TSfSS.tJ«m^il^tT>'\ R f iit= 
0. 2 1 (t/yjJ&yyV^^iJ'n^ h^r'7:7^-, g^^oi^/V: n-'^=3f-^^:/=2 : 

3) ^Wi-^llfe;y^x^^^t(7)@6^<l:'a'!|^i. 5 5 g;65#P>nfCo 
##^|J4 1 

N- {5- (6-T-lr h=3r->-4-^^y-2, 5, 7, 8 — r h 7 P< f"^!^ n -r 
y-2-^/Up« H^i^) -2 - [4- (2. 4--^^=^y^Tyy v?^-5--f/l' 

7-/^ (^JS^ij 3 4 (7DJf^.)tSf) 

N- [5- (6 -T-tr h^iy-4 -:^^y-2, 5, 7, 8-xh7^^/^^n 
-x'V- 2 h=^i/) -2-T5 y ^i^^/U] - N- 7« ^/^;<7/W-< ^ t - 
■y'T^/l' (#%fi^i]4 0(7)<l:^i^) 1. 5 3g. 4- (2, 4-v^;*-^y^T'/y v^:/ 
-5-^/1^/^/'^) y^y^->m^i. 3g, i-3i^/u-3- (3' -v^y^/v 

T 5: y T'n tVU) ;!!7>'V,-t?v^>r 5: K • (WSC-HCl) 0. 9g. 1-tK 

nifv^>>/ h y r:/— /U • 1 ;KfDi^O. 7 g, ^tKx h7 t Kn^T^'S 0 m 1 
RXimM, N-'J?i =7->Vits/Vd>>r X K 2 0 m 1 (D'^'^m^WSiX 1 . 5 ^WiW^ 
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Y^yy ^- {" LiChroprepDIOL" (MERCK ^t, . ^^^f-f\^ : n 

: 1) (iftL. Rfii=0. 3 5 ( v- y ;?7 y/Ufil^ n ^ h ^'7 7 
-f-. g^^oi^/U: n-'^=5ri^y=3 : 2) ^^fo S fi-Jib-a-^^ 1 . 

5 9 4 g;6S#PJi^fCo 

jfiL^(g:T^(%) = 



umt^^ MM^rm (%) 





6 6. 


7 




3 5. 


7 


nmmm^- 5 (Dit-^m 


3 4 . 


9 


MMm^^ 9 (7>it^^ 


3 6. 


7 




5 4. 


1 



20 
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■ a hya:>^$±^j^ffl, mmmmti&mim. tj-ymmmmmam. tui^^y^d^^ 

?^^f#iE (0iJ^«. iPliiilM. "S^E, ^^M. ep^lt. EKiB)R^S^-Cfe5,)> ®jM 

=7-v%\'c^m. \.T^\.m\:A^MnmiTy'yir^yyy'mMmwB^\<T^'^-^ii< 
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If S T- 1 5 o ) . fl^^^'J (F'J x. iS^^^ t K n 3^ v^:/ n tvm /V n - . 
^;u^^_^^ ;^/i..-}^>v'p<^/v^^-^':h h y -J^i., ^<i;i^y t"=^/vt°n y K> 

— /i^^ : Vif n : 7 y — /V, -/~-;V(D J; ^ 7 i y — ; 

1 10 . TPSir LTO. 0 0 1 mg/kg flsfi L < Ei, 0. 0 1mg/kg(^ 
S). ±PSi: LT, 5 0 0rag/kgM (iJ^t<lt. 5 0mg/kgM) »rt 



wo 00/61582 



PCT/JPOO/02217 



260 

0 5mg/kg flcfi). ±.mtLX. 5 Omg/kg M (^J* L< II. 5ing/kg fl^fi) ^Ir 

1 BSD i7b^^^iiEm^mcxi&^r^zt7!)m-kL\^\ 
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1 . TSB-^iS: ( I ) 




5 [±ia^^. 

^iE^a$i^TV^Tt><J:^^C6-C,oTy-/^£.e^SS¥a73^e)■ltl^$i^6STl;^ 

20 M3i@ej^$nTVNTt> J:VNC,-C,6r7>'U^/l'S5r7FL, 

i@g^ ^ nx V ^ V N Ce- C ,0 T y -/i-S. Xttg^SS* a $ n5 ST- 

25 l75M3^@gj^$nTVNTt>J:''^C:-C,6T^/l'^/l'S^7i^L. 
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Xir^^^. CH2. CO. CHOR^X(iC=NOR '° {^^. R'RUR'' 

^^i^ a 75^ <b iilR $ tL ^ [fj-Xti^ ^ o 1 T^M 3 ® O gm^T'ft^ $ ti-C T 
tJ:v^). XliTv;u^ (i^Tv^i-Sli. C,-C Jgfl5;^7 v;i/«. g^^S^aTS^ 
<b iif^ $ tL^ ^T- 1 TiS 3 $ -c ^> i C 7- C ,1 ^#^7 v ;i/S. 

7v;L'^. C,-C 1 r>^ g^*^c ^^^ibiitR^^tL-S* 

5 $ T ^> J; M^i^,^-;^ ^: -5) P^ii^ 

"bm^ tL-2,/sx um^^ 1 3 IB^t ^ 5 7I;M 7 

Mi. Tia-^^(II-a). (Il-b). ai-c)Xliai-d)VU^ix^m^mU 



C,-C67;u4;u^^/tL. 
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<iE^$tbTv^TtJ:v^Ce-C,oTy-/^S, C3-c,oV'iJ'°r./v^/uS. SmS 
H a b ii^ $ n-S ST 1 3 fifim $ fix V ^T t> ct V ^ C, - C .6 T 7 /i^^/^S. 

5 T 1 7!?M 3 {iSi^ $i^T^^T1>J:v^C:-C„ ^#i^T v^/i^S. WL^M^ afi^bM^i 

ISf P^l^mS^?l^fi£ LT V ^T ^> J: V \ ) , 

15 Z(i. -CH = X«^*i^.-?^«r^t. 
xin 1 7I;^5(DS^^7i^L. 

3ffiE^$i^TV^T1JJ:v^c,-c,6T7>'^=Jf-'^SStJ«T'>/^£ (^Ti^/uSliv C 
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15 X' CHj. COXfiC = NOR'° 

(^1^, R'°{i. Tk^l^.^. C,- GST/VIZI'S (s^T/V=^/W£{i. 

20 A' li. TE^(II-b')X{i(II-d')T'^$n5S?r7i^-ro 



10 



2. Tta-^^ (I ') 
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COjH 

-CH2 ( . 

(n-d-) 

B' imm]^.T-x{mnw.i-^7r^L. 

R'f±> Ttc^i^^, Ci-C,T)V^)im. Ce-CioT'j-;!/* (^7';-;u^(i, 
Ci-C67;u^;u^^^1-o)] 

20 

4. IS*^ 2 Zli3 tCiSV^T, A' 75^~^(II-b')T'^$ tt^ST'^)^, W.^m^k^i 
25 5. 2 Xii3J;^v>i:, A' i)^Mll-d:)X'U^fi:b^X'^^. B' 
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6. ff*« 2 X(i3{C*3V^T. A' /5S^(II-d')T'«$H6£T'fc'9. B' 

10 5 [^-XJi^r^ o 1 75^ 3 ^cog^STg^^nr v^T t> J: V ^) . v^/vg 

20 5 o^;^ 7^/1.^3 
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5 

5- {4 - [6- (6-tKn2:3rv^-2, 5, 7, 8 -X h ^ ;^ ^/V^ n -r y- 

15 2— r/pp{ h=3f->) - 1 1 H— <://-r 2 

3-{4-[6-(6-tKndr'>-2, 5, 7, 8 --r V =7 "O-ry- 
2-^ tVi- Y^^y) - 1 -i~=T)V- 1 H-'<>yV ^ 2 --r/l'T^ 

v'] -2- (2, 2, 2 - h y 7/U:^n3i h^i^) 7=n t";^^^ 

20 2- (4 -7/U:rn^>'v?/V^;r) —3 - {4 - [6 - (6-t Kndr->— 2, 

5, 7, 8 -X hy^^/V^ n-;r>— 2 K^v') - 1 1 H— < 

3 - {4 - [6 - (6-t Y'ci^-y-'l, 5, 7. 8-X h "7 P« n -7 y- 

2-^>'^7{ K^ix) - 1 1 H-'<y'/'l' 5:yy-/u-2 — r/l^^ 

25 v'] 7 - 2 -7i::^/U^:;^-:7'n t'^^i? 

2- (4-7/U:;^-n^i^vJ/W;^-dei/) -3- {4- [6- (6-t Kn:3f:/-2, 
5, 7, 8 -X K^^^/I^i^ n^>- 2 -^/I'pf h^v^) - 1 1 H-^ 
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1 6.m^mi7bmi S J:^9m$i^5v^-fi^;6^l3Ilc|5m(^^b^ife^W^^^>t 

10 

1 8 . If 1 75ig 1 5 J;l9 51^l^$i^5v^-fn;6^l3S^ClS«^(D'^b^!fel^^«^3^t 

2 0 . 1 7!fM 1 5 J; v^-r^^;i>^■l 3®lciie^<^{b^i^%^^fiK5^^ 

2 1 . lt*Jl 1 1 5 J; «9m^nsv^-rn;6^ 1 Jl(c|E«(7)'fk#i^^W^fife^^ 
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